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(57) [Abstract] As for this invention, activity which adjusts fun 
ction of cytoplasmic rnernbrane receptor where amino acid 
sequence ofthe intracellular carboxy end is - Al -A2- A3 it 
possesses, amino acid sequence of at least 3 in longitudinal 
direction to possess, Method of analyzing function of C- 
terninal of receptor or thereceptor novel peptide and 
biological stability which possess carboxy terminal sequence of 
X- Y-Z(In Formula, as X= Al or A3 amino acid which 
belongs to thesame classification; Y=L - arrino acid or glycine ; 
it belongs to sameclassification as Z= A3 or A3 arrino acid ),the 
pharmaceutical composition which contains derivative of said 
peptide where cytoplasmic ircrrbrane permeability or 
theabove-mentioned adjustment activity improves, and salt , 
and theseconpound which are admitted in those 
pharmacological, in addition making use ofthese compound 
Furthermore and, method of adjusting signal transduction of 
cytoplasmic rnernbrane receptor. And it regards therapeutic 
rrethod of disease which relates to signal transduction ofthe 
cytoplasmic rnernbrane receptor. 
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[aaim(s)] It possesses activity which adjusts function of cytop 
lasrric irembrane receptor wherethe anino acid sequence of 1 . 
intracellular carboxy end is- Al - A2- A3, peptide and 
biological stability whichpossess amino acid sequence of at 
least 3 in longitudinal direction, possess caiboxyterrrinal 
sequence of the- X-Y-Z (In Formula, as X= Al or Al anino 
acid which belongs to thesarne classification; Y=L - anino acid 
or glycine ; it belong to sameclassification as Z= A3 or A3 
anino acid ), derivative of said peptide where cytoplasmic 
membrane permeability or theabove-rnentioned adjustment 
activity improves, and salt which isadnitted in those 
pharmacological. When in Formula of 2. -X-Y-Z, Al isL- 
serine or L - threonine, when anino acid and Al whichpossess 
hydroxy group or thiol group inthe X= position are amino 
acid other than L - serine or L - threonine, X= Al ; Y=L- 
amino acid or glycine ; as Z= A3 or A3 it possesses thecarboxy 
terrrinal sequence of anino acid which belongs to same 
classification, peptide of Claim 1, salt which is admitted in its 
derivative , and thosepharrmcological. When in Formula of 3. 
X-Y-Z, Al is L- serine or L-threordne,theanir» 
which possesses hydroxy group or thiol group inX= 
position; theY=L - amino acid or glycine ; as Z= A3 or A3 it 
pc>ssesses carboxy terminal sequenceof anino acid which 
belongs to same classification, peptide ofthe Claim 1, salt 
which is admitted in its derivative , and those pharmacological. 
In Formula of 4. -X-Y-Z,asX=AlorAl anino acid 
whichbelongs to same classification; Y=L - anino acid or 
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glycine ; itpossesses carboxy terminal sequence of Z= A3, 
peptide of Claim 1 , sallMbh is admitted in its derivative , 
and those pharrrarologicl^Vhen in Formula of 5. -X-Y- 
Z, Al is L - serine or L - threonine,when amino acid , Al which 
possesses hydros group or thiol group in X= position isthe 
amino acid other than L - serine or L - threonine, X= Al ; Y=L- 
amino acid orthe ^ycine ; it possesses carboxy terminal 
sequence of Z= A3, ^ ^ jp8 K ofthe aaiml,salt whichis 
admitted in its derivative , and those pharmacological. When 
in Formula of 6. -X-Y-Z, Al is L - serine or L - threonine, 
the amino acid which possesses hydroxy group or thiol group in 
X= position; theY=L - amino acid or glycine ; it possesses 
carboxy terminal sequence of Z= A3, peptide ofthe Claim 1, 
salt which is admitted in its derivative , and those 
pharmacological. In Formula of 7. -X-Y-Z, X=Al ; Y=L - 
arrino acid or glycine ; itpossesses cxirboxy temir^ sequerce of 
Z= A3, peptide of Claim 1, salt which is admitted in its 
derivative , and those pharmacological. In Formula of 8. -X- 
Y . z, X= Al ; Y= A2 ; it possesses thecarboxy terrrinal 
sequence ofZ= A3, peptide of aaiml,salt wrrich isadrritted 
in its derivative , and those pharrnacological. It possesses 
' activity which adjusts function of cytoplasmic rnerrbrane 
receptor wherethe arrino acid sequence of 9. intracellular 
carboxy end is - Al - A2 - A3, Formula 1 : 



\ R4 /m R 6 Rt R 2 ° 



R 1 = A 1 L<ttA 1 tH-»ai=*t-*T5yH 
: R 3 = A 3 t, L < f* A 3 £ m-#m\zWL?Z>T H J M<DM 

, **LM4ll»tL<l««»T^*iU», *fcl*«» 
R 9 l4-J«lc4oTai*»l«LTt*t^ : fcrt£U R 6 fe 



It is displayed with [In Formula, Ri = Al it does and < as Alb 
elongs to thesame classification side chain structure of arrino 
acid which; side chain structure or hydro^n of R2=L- arrino 
acid; As R3 = A3 or A3 side chain structure of arrino acid which 
belongs to thesarre classification is meant, As for R4 with side 
chain structure of arrino acid of option, As for Rsisa 
substituted or unsubstituted straight chain of Cl to C6 which, 
Amount chain, Or it is a alkoxy group of cyclic, Or with 
hydroxy group , As for each R6 individually with hydrogen or 
methyl group , As for each R7 individually with hydrogen or 
oxygen , As for B with carbonyi group or direct bond , As for 
R8 and R9 with respective hydrogen , or substitution or 
theunsubsti tuted alkyl group or substitution or unsubstituted 
aromatic group , in this case as for alkyi group withthe straight 
chain , amount chain, or cyclic , as form with theO to 12 , as 
for n when with 0 or 1 , furthenrDrethenis l.asforRsamlR^ 
becorringsimiltaneous, forrringring, good; However, R6 and 
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R9 it is a hydrogen simu|jgDusly, ], peptide of Qaim 1 , salt 
whichis admitted in its^pative , ard those phariracological. 
When 10. Al is L - serine or L - threonine, when side chain 
structure of amino acidwhich possesses hydroxy group or thiol 
group in Rl = position, Al is thearrino acid other than L - 
serine or L - threonine, side chain structure of Rl - Al; side 
chain structure or hydrogen of R2 =L- amino acid; R3 = A3 it 
does and < as the A3 it is a side chain structure of amino acid 
which belongs to sameclassification, peptide of Qaim 9, salt 
which is admitted inthe its derivative , and those 
pharrracological. When 11. Al is L - serine or L - threonine, 
side chain structure of arrino acid whichpossesses hydroxy 
group or thiol group in Rl = position; side chain structure 
or hydrogen of R2 =L- amino acid; as R3 = A3 or A3 it is a 
side chain structure of arrino acidwhich belongs to same 
classification, peptide of Qaim9, thesalt which is admitted in 
its derivative , and those pharmacological. As 12. Rl = Al or 
Al side chain structure of arrino acid which belongs to thesame 
classification; side chain structure or hydrogen of R2 =L - 
anrdnoacid; it is aside cham structure of R3 = A3, peptide of 
Qaim 9, salt which isadmitted in its derivative , and those 
pharmacological. When 13. Al is L - serine or L - threonine, 
when side chain structure of arrino acidwhich possesses 
hydroxy group or thiol group in Rl = position, Al is 
theanino acid other than L - serine or L - threonine, side chain 
structure of Rl = Al; thesio^ cham smjcture or rryaYogen of 
R2 =L- amino acid; it is a side cham structure of R3 = A3, 
peptide of Qaim 9, salt which is admitted in its derivative , 
and thosepharmacol ogi cal . When 14. Al is L - serine or L - 
threonine, side chain structure of arrino acid whichpossesses 
hydroxy group or thiol group in Rl = position; side chain 
structure or hydrogen of R2 =L - arrino acid; it is a side chain 
structure of R3 = A3, peptide of Qaim 9, thesalt which is 
admitted in its derivative , and those pharrnacological. side 
chain structure of 15. Rl =Al; side chain structure or 
hydrogen of R2 =L - arrino acid; it is aside chain structure of 
R3 = A3, peptide of Qaim 9, salt which isadmitted in its 
derivative , and those pharmacological, side chain structure of 
16. Rl = Al; side chain structure of R2 = A2; it is a side chain 
structure of the R3 = A3, peptide of Qaim 9, salt which is 
admitted in the its derivative , and those pharmacological. It is 
a 17. m=0 to 5, salt which is admitted in peptide, its 
derivative ,and those pharmacological which are stated in any 
Qaim of Qaim 9 to 16. It is a 18. m=0 to 3, salt whichis 
admitted in peptide, its derivative ,and those pharmacological 
which are stated in any Qaim of Qaim9 to 16. It is a 19. m= 
0, salt which is admitted in peptide , its derivative ,and those 
pharmacological which are stated in any Qaim of Qaim 9 to 
16. 20. n being 0 , B being carbonyl group , at same timethe 
R9 is methyl group; Or straight chain ofCl to C6 where R5 is 
substituted or unsubstituted, it is a arrnuntchain, or a alkoxy 
group of cyclic; Or, n being 0 , B being carborryi group , at 
sametime R9 being methyl group , straight chain ofCl toC6 
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where at thesame time^fcLs substituted or unsubstituted, it is a 
amount chain, or a alkl^Pgroup ofthe cyclic, salt which is 
admitted in peptide derivative , and those 
pharmacological which are stated in any Qaim of CI aim 9 to 
19. 21. B being carbonyl group, R9 is substitution or 
unsubstituted alkyi group orsubstitution or unsubstituted 
aromatic group, salt which is admitted in peptide derivative , 
and those pharmacological which are stated in any Qaim of 
Qaim9 to 19. straight chain of Cl to C6 where 22. R5 is 
substituted or unsubstituted, it is a amountchain, or a alkoxy 
group of cyclic, peptide derivative of Claim21, and salt which 
is admitted in those pharmacological, at least one of 23. R.7 
is hydrogen, salt which is admitted inthe peptide derivative , 
and those pharmacological which are stated in any Qaim of 
aaim9to22. at least one of steric configuration of carbon 
which possesses 24. Rl or theR4 in side chain, is S 
arrangernent or R arrangement, thesalt which is admitted in 
peptide , its derivative , and those pharmacological whichare 
stated in any Qaim of Qaim 9 to 22. at least one of 25. R6 
is methyl group, salt which is admitted inthe peptide derivative , 
and those phiarmacological which are stated in any Qaim of 
Qaim 9 to 22. 26. Formula 2 : 




l^tp % R 1 = L--tr'J>*>L<ttL-Xua-=.>0>«lR 

«3t ; R 2 =L-7 5^8fl!)IHIiS*4lMi**; R 3 
= L-T5y»<D«ia«36fc*tM*7K**«i*L, R 5 . 

R 6 . R7. Rz^^tfRgltm^tmmvibh ; fcfcL. 
*tL6<Da8^»(=»R*3h.4btt. 2 7. St3 : 



It is displayed with [In Formula, side chain structure of Rl =L- 
serine or L - threonine; side chain structure or thehydrogen of 
R2=L- amino acid; side chain structure or hydrogen of R3=L- 
arrino acid is meant, the R5 , R6, R7 and R8 and R9 earlier 
description and aresynonymous,; however, Rl with side chain 
of serine, at thesame time R2 with side chain of rreunonine, 
when at same timethe R3 is side chain of glutanine you exclude] , 
peptide of aaim9,salt whichis admitted in its derivative , 
and those pharmacological. 27. Formula 3 : 
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1. WUt^-^Fastfcl), »#JJM TbM 
«fctf*ft*©*#&WKSB*ft*** 3 2. Fas 

<D±)\,7t*isi£mt p t p-b a sk<Dm-&&m&?z> 

5Stt« *rT*u »*SM 7SS2 7<0Lvr*lrt*-*KIE« 
<D^^h\ ^CDgt^i*. fcJ:tf**l&<DJIS5*»fc«B 
ZtlZ>i& 0 3 3. HftBl/t^-tfVIPbt^ 

K^K> *0)§t^<*. fccfctf^ft^O^MK^B* 
ti*>& 0 3 4. HMHUis^-tfiB 2 -T Kbtv 
U«t?:7*-T*fc£K 81*^1712 2 7 0)1^*1^- 

WK8B*ft*tt. 3 5. «lft«i/-tr^*— *^ 1 L 

Hf::*B**t«tt. 3 6. SS5*±SB**i£i§t** 
(Da^iJ^t^IiWo 3 7. «te£&U-te 

/><F a s I P \y\z — T?^ U % KM 

&#JT*65, 1**113 6<0g^Sflf£!fe)o 38. *fflfl& 
JgUir^-tfl L-8 u-fe?*— T?*y, ifc£t££i§ 
0)»«JBT?**. K**3 6©KKiMMlD. 3 9. 

y„ aa«x*aa»«*rcftt. M*9i3 6osimi 
40. R*ai 7152 7<oi^*i^-a[rciH 

a>BB*fWfr**ai. 4 1. wiut^-^ 



It is displayed with [In Formula, side chain structure of Rl =L - 
serine or L- threonine; side chain structure or thehydrogen of 
R2 =L- amino acid; R3 =L - valine , it means L - isoleucine or 
L - leucine, theside chain structure R5 and RB and R9 earlier 
description and beingsynonymous, it is], peptide of Claim 9, 
salt whichis admitted in its derivative , and those 
pharmacological, intracellular carboxy end of 28. 
cytoplasmic membrane receptor is tSXX motif, salt which is 
admitted inthe peptide , its derivative , and those 
pharmacological which are stated in any Claim ofthe Qaims 1 
through 27. intracellular carboxy end of 29. cytoplasmic 
irembrane receptor is tSXV motif, salt which is admitted inthe 
peptide , its derivative , and those pharmacological which are 
stated in any Claim ofthe Claims 1 through 27. intracellular 
carboxy end of 30. cytoplasmic membrane receptor is tSXL 
motif, salt which is admitted inthe peptide , its derivative , and 
those pharmacological which are stated in any Claim ofthe 
Qaims 1 through 27. 31. cytoplasmic membrane receptor 
is Fas, salt which is admitted in peptide , the its derivative , and 
those pharmacological which are stated in any Claim of Qaims 
1 through 27. salt which is admitted in peptide , its derivative , 
and those pharmacological which possess activity which 
obstructs connection with carboxy endand P TP - BA S of 32. 
Fas, state in any Qaim of Qaims 1 through 27. 33. 
cytoplasmic rreirbrane receptor is VIP receptor, salt whichis 
admitted in peptide , the its derivative , and those 
pharmacological which are stated in any Qaim of Qaims 1 
through 27. 34. cytoplasmic membrane receptor is 2 - 
adding U nadic receptor, salt which is admitted inthe peptide , 
its derivative , and those pharmacological which are stated in 
any Qaim ofthe Qaims 1 through 27. 35. cytoplasmic 
rrcrnbrane receptor is 1L- 8 receptor, salt which is admitted in 
peptide , the its derivative , and those pharmacological which 
are stated in any Qaim of Qaims 1 through 27. 
pharmaceutical composition which includes effective 
therapeutic amount of compound which is stated in theany 
Qaim of support , and Qaims 1 through 3 5 which on 36. 
priarrmcology areadrritted 37. cytoplaaiic membrane 
receptor with Fas or VIP receptor, is antitumor agent, 
pharmaceutical composition of the Qaim36. 38. 
cytoplasmic rrernbrane receptor being IL-8 receptor , it is a 
therapeutic agent of inflammatory disease, pharmaceutical 
composition ofthe Qaim 36. 39. cytoplasmic riraifcrane 
receptor being 2 - adding ^ nadic receptor , it is a 
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43. m^m\y^^^-oiy<fi-^Bm\z 



therapeutic agent of ^fcbvascular disease, the pharrmceuticaJ 
corrposition of ClaimK method which analyzes function of 
carboxy end of cytoplasmic merrbrane receptor rrakinguse of 
cornpound which is stated in any Claim of 40. Cairns 1 
through 27. li^nd or agonist of said receptor are jointly used in 
cell or tissuewhich 41. cytoplasmic rnernbrane receptor has 
revealed, method of Claim 40. therapeutic method of disease 
which consists of fact that compound whicrunrnarnrnal of 
disease which relates to signal transduction of 42. 
cytoplasmic rnernbrane receptor isstated, in any Claim of 
Claims 1 through 3 5 of effective therapeutic amount is 
prescribed, relatesto signal transduction of cytoplasmic 
rnernbrane receptor, disease which relates to signal transduction 
of 43. cytoplasmic merrbrane receptor, is tumor , the 
iriflarrrnatory disease or cardiovascular disease, therapeutic 
method of Qami42. 



-f&mmmtfWnizM-r&o 

Mz±vmm* mm&±. #it. m^w. tLxmtztz 

^\$.m\z&l^T IZm&B* t Lt^ P — ~l/^7£ti fcift 
ttn^L (e r b — B 1 , neu, f m s . fig. 

k i tm % mm. u-tr^-s^p^>^^-^-efc 

— St^otl^l)^— J**<$fi^£*l-Cl^ (She 
mike. Cell 37^ 7 0 5-7 1 

1 9 84^; Zoull, Cancer Res. 47 
* % 6123-6125 I?. 1 9 87*) 0 ff *<D 
7is)\,#-&m\Ztel*Ti*l L-4^l L-5<Cif<D^ 

„ I L-5 \s*?$—frh<»i'7+)\>G>&&tffo^£ i £ 
y#3£#a.£>*lTl*£ (Meddletonfik 
Allergy Principles and Pr 
actice,$4^I1 K a y ft. 206- 

2 1 1 1 9 9 3*) o &tz. Mfe&B. 

, «JS»£S* ftftJB. H-*«*«o>*jW=**j»« 
u-tr -rfr> * to ji/flDWStdfiH-r & t (Dtfftte 

ftp-? £ *mm*MJ&0>BL&MMz * U 31 #S C S 



[Description of the Invention] It regards novel pepti 

de compound which possesses activity where novel peptide 
compound and itspharrraceutical composition 
technological field this invention design were done on basis of 
intracellular carboxy terminal sequence of cytoplasmic 
rnernbrane receptor adjust function of said cytoplasmic 
merrbrane receptor. Furthermore this invention regards 
pharrmceutical composition which contains said the compound 
of this invention. background technology 

cytoplasmic rnernbrane receptor exists on cytoplasmic 
merrbrane, transmits signal to intracellular by thefact that 
stimulus is received from ligand cell causes, diverse change 
such as multiplication aridmultiplication stop, differentiation, 
cell death , and new cytoplasmic rrernbrane receptor and 
productionof cytokine with signal from cytoplasmic membrane 
receptor. Control with those cell level being done, integration 
as for homeostasis of thesolid although it is maintained fault of 
signal from cytoplasmic membrane receptcrbecomes cause of 
various disease. Regarding for example cancer gene which 
cloning is done cord hasbeen done example which large nurnber 
has been known cytoplasmic rnernbrane receptor as thecancer 
gene and (Such aserb-Bl jieu,f ms ^lgjat), abnormal 
expression of EGF receptor which really, is a receptor 
typetyrosine kinase is reported, case which becomes cause of 
abnormal proliferative of the cancer cell, (Sh cm ike, Cell 
(0092-8674) Vol.37 , 705 - 713 page and 1984 ; Zou other 
things, Cancer Res. Vol. 47 , 6123 - 6125 page and 1987). 
It is thought that production accentuation of IL- 4 and EL- 5 
or other cytokir^^einforcement of signal from namely, IL - 4 
receptor and IL - 5 receptor can become thecause, regarding 
various allergy (Meddle ton other (tl) Allergy principles 
and Practice, 4th edition and 1 0th chapter, Kay other things, 
206 - 211 page and 1993 ). In addition, those which originate 
in fault of signal from thecytoplasnic rrernbrane receptor even 
in blood dyscrasia , kidney disease , cardiovascular disease , 
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k&t>tiZ>G7aT<i >± vzf)v Ku-tr — (GPC 

£ (Fry te. Science 2 6 5|, 1 0 9 3- 
1 0 9 5^ — V, 1 9 94#; Gibbsl. Cel 
I 77^, 1 7 5- 1 7 8^<— V. 1 9 9 430 „ £ 

fc. «a±«fi*>«6*cB-r*K*<f > (sh- 

Ri8lc|B"rSWRtlS*M(3fT^*l-Ct^ (Paw so 
nffe, Curr. Biol. 434-442^- 
v % 1 9 9 3^; Mube ri, Curr. Med. C 
hem. 1 13-3 4^-v. 1 9 94^) 6 U 

C 5fcttifid>ffi*iJ £ l^SRfcTMifc < L/-tr -<D 

S3fc»a>K0J£*t?«*) *<ft!l <7>S 6 111 -5- L 

Tl^&0"ll*^£&£*t-tl>#l^ Fa sC^Otli, 
^ISt fe-S P T P - B A S A<f0 v^t;HcI(:4^ 

jKB(=c*M0)T5yM**t;*J«-Cft*]bMilII^6*i 
Tl*#l^ (Satoife, Science 2 6 8^, 411-415 
K — v % 1 9 9 5^) o Korna u 3£<D SOU— N 
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/SlM^iSt^^C i£ffi^Lfc: (Kornauffe 
% Science 2 6 9i, 1 7 37-1 740^- 
*> % 1 9 9 5*P) . SftfKDNMDAUir^^- 

Lfco K i m^(D^-^IJS h a k e r iO)Kf t> 
* C *$&\Z tPSD-95 tf&G? £ Z <t £#fi£- L 
f; (Ki mfflK Nature378g, 85-8 8^ — 
is % 1 9 9 5^ o ZfribCOmiZlZF a stPTP-B 

<d*s£ y ->-;Mng a is -r k* (c o i *x i*w * ^ 



bone disease and braiagteerve diseaseexist. Therefore as for 
drug which can contro^^Pal from cytoplasmic membrane 
receptorit can be applied by treatment of various disease which 
is caused by thereaction fault of cell. Many cytoplasmic 
membrane receptor cloning are done by progress of gene 
cloning technology, theknowiedge where revelation is a various 
disease and a relationship andsuggests densely is being 
accumulated But, o fan receptor which still even ligand is not 
known large numberexists in G protein couple K receptor (GPC 
R) which is thought that it participates inthe receptor type 
tyrosine kinase and various disease which participate in cancer. 
In addition, still intracellular signal transduction pathway of 
most cytoplasmic membrane receptor has not become still 
clearnot only a li^nd , although concealing large potential, just 
startedcan call creation medicine research which designates 
intracellular signal transduction ofthe cytoplasmic rnsrnbrane 
receptor as target, inhibitor of protein kinase, inhibitor of 
famesil conversion enzyme of the protein is being discovered as 
result of creation rrfidcineresearch which designates 
intracellular signal transduction to now as target (Fry other 
things, Science 26 Vol.5 , 1093 - 1095 page and 1994 ; Gibbs 
other things, Cell (0092-8674) Vol.77 ,175 - 178 page and 

1994) . madd^ticTi, recently, you observe to domain (Such as 
SH - 2 domain and leucine zipper) regarding theconnection of 
protein and protein, also research regarding thebinding 
inhibition is done in strenuous, ( Pa wson other things, Curr.Bi 
ol. Vol. 3, 434 - 442 page and 1993 ; Huber other things, Cu 
rr.Med Chem. Vol.1 ,13-34 page and 1994). protein 
connects to intracellular region of receptor, but as for 
reportthat there is a large number, it produces effect on signal 
transduction from receptor,the example where Gterninal 
(Here is not meaning, arrangement of C terminal vicinity 
simply andairaiigement of terrrinus of receptor is included 
strictly region ) of receptor in precise sense hasparticipated in 
connection with other protein is not almostknowa Regarding 
Fas, influence which P TP - BA S which is aconnection protein 
gives to signal transduction to make clear, 15 arrino acid region 
ofthe C terminal vicinity has related to adjustment of cell death, 
it is pointed outdensely, it is not inspected, that whether it is a 
region whichincludes amino acid of Gtenrinal strictly (Sato 
other things, Science 26 Vol.8, 41 1-415 page and 1995). 
Kuraau or other group connects N MDA receptor and PSD - 95 
densely to discover, the7 arrino acid residue of G-tenrinal of N 
MDA receptor is irnportant in connection, itreported densely 
(Kornau other things, Science 2 Vol.69 , 1737 - 1740 page and 

1995) . In report, you named arrangement which is corrram 
to C-terninalof N MDA receptor of several kinds tSXV motif, 
concerning receptor whichpossesses arrangement of other 
resemblance you published PSD - 95 reported connects Kim or 
other group to also CMerrrinal of Kchannelof Shaker type 
densely (Kim other things, Nature 37 Vol.8 ,85-88 page and 
1995). As for these researches is through Gterninal of 
receptor connectionexists densely has shown in addition to 
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Nature 3 7 0i, 6 50-6 52^-*a 199 
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connecting Fas and ti^Mp - BA S. But, what it has not shown 
in these researches cor^Kiing theinfluence which connection 
causes to signal transductioa In addition, when obstructing 
physiological role of connection and connection, with cell level 
or tissue level what it has not shown concerning change. 
Therefore, is through tSXV motif of receptor irrportance of 
cormectionhas still not been known in fully. In addition, it is 
not known at present that it is motif whi chparti cipates in 
connection of receptor C-terrrinal in addition to tSXV motif. 
This way, knowledge where Oterninal of receptor produces 
effecton function of receptor and suggests densely is being 
accurnulated,but still, that being proven has not reached point 
of clearly. As for fact that etc C-tenrinal of these receptor has 
participated inthe functional regulation as example in this 
invention at time of mentioning laterin regard to VIP receptor , 
2 - adding ^ nadic receptor or IL - 8 receptor whichit 
shows, fact that it is not known completely is present state. As 
for this invention, design it did on basis of arrangement of 
region (You take head character of Receptor C- terminal 
Regulatory Region and RCR region call) wrrichparticipates in 
intracellular signal adjustment of cytoplasmic membrane 
receptor C-terninal novel compound , It regards method which 
analyzes function of receptor rmkinguse of pharmaceutical 
composition and said compound which include said compound 
but, compound which possesses activity which adjusts function 
oftheRCR region of cytoplasmic nxrnbrane receptor on basis 
of receptor C-terrninal sequence information compound itself 
which designis done, in addition, if these inventors you know in 
regard to method etcwhich analyzes function of receptor 
making use of said compound thefact that it is not known 
completely in is present state. As inscribed, this invention 
regards also method whichanalyzes function of C-teminal of 
receptor, but method thatwas general Prior Art of this field 
introduces deficiency orsubsu tution in C-terrninal of receptor 
and introduces gene of themutation receptor into cell. As 
shown with this invention, genetic operation technology is 
not used making use of corrpoundwhich design is done fromC- 
teminalof receptor, method whichanalyzes function of C- 
teminal of receptor is not conpletelyknown. As for this 
invention, in addition, it regards also method which adjuststhe 
signal of cytoplasmic rrErnbrane receptor by obstructing 
connection with cytoplasmic membrane receptor C- 
terrrinaland connection protein. Regarding to this n^thod, 
compound of this invention can use for effectiveas inhibitor. 
Furthermore , if method itself and these inventors which 
adjust thesignalof cytoplasmic m e m br an e receptor by 
obstructing connection with cytoplasmic membrane receptor C- 
tcrmnal andthe connection protein, you inform feet that it is 
not knowncompletely in is present state. Below you explain as 
example in this invention at time of mentioning later 
concerning conventional knowledge regarding theindi vidual 
receptor which it uses. Fas Fas with receptor which exists on 
cell surface, belongs to theTNF receptor superfanily, ( Smith 
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other things, Cell (0^^674) 7 Vol.6 , 959 - 962 page and 
1 994 ). Fas when Fa^^nd or anti- Fas antibody connect to 
extracellular region,conveys signal of cell death to intracellular 
and has function whichinduces apoptosis in cell, it is known 
densely, (Itoh other things, Cell (0092-8674) 6 Vol.6 , 233 - 
243 page and 1991 ; Suda other things, Cell (0092-8674) 
Vol.75 ,1169 -1178 page and 1993). We reveal Fas ligand in 
cell damage characteristic T cell, when attack doing target cell, 
is through Fas system is used has knowndensely, ( Nature 370 
volume, 650 - 652 page and 1994 suchasLowin). tissue 
which reveals Fas is through Fas overextensively system of cell 
death being broad tissue, it possesses physiologicalmeaning, it is 
suggested densely, so far, technology which by antibody or 
other stimulus for Fasinduces apoptosis in cancer cell is known 
Anti- Fas antibody was prescribed to nude mouse which B cell 
lymphoma transplants done as effect for cancer cell of cell 
death it is through theFas in in vivo, B cell lymphoma 
involution was done, it is reporteddensely, (Trauth other things, 
Science 2 Vol.45 , 301 - 305 page and 1989 ). cell which has 
possessed Fas does by all means and it ianot case that it induces 
cell death with Fas ligand and anti-Fas antibody, has revealed Fas 
of also cancer cell where apoptosis is notinduced in spite large 
number to be reported, antibody or other stimulus for theFas vis- 
a-vis those cancer cell is invalid, (Wo mg other things, Journal 
of Innunology (0022-1767, JOIMA3) 1 Vol.52 , 1751 - 1755 
page and 1994). As for Fas of mutant type which is deficient 
capacity whichconveys cell death is reinforced 1 5 amino acid 
residue of C-tenrinal of Fasfrom normal type Fas and Fas it is 
through 15 amino acid residue of C-tenrinal ofthe Fas it isa 
regulating domain of cell death, it is known densely, (Itoh other 
things, Journal of Biological Chemistry (002 1 -9258, JBCHA3) . 
26 Vol.8 , 1 0932 - 10937 page and 1993 ). In addition, P TP - 
BA S being intracellular, it connects to region whi concludes 1 5 
arrinoaridofC-terninal ofFasandit is through thecell death 
signal it is adjusted is reported Fas to negative number 
densely(Sato other things, description above). PTP-BAS was 
discovered (Maekawa other things, FEBS Letters (0014-5793, 
FEBLAL) 3 Vol.37, 200 - 206 page and 1994) as tyrosine 
dephosphorylation enzyme. As for P TP - BA S, also hP TP 
IE and PTP LI are called in thedifference of heuristic person, 
(Banville other things, Journal of Biological Chemistry (0021- 
9258, JBCHA3). 2 Vol.69, 22320 - 22327 page and 1994; 
Saras other things, Journal of Biological Chemistry (0021- 
9258, JBCHA3) 2 Vol.69 ,24082 - 24089 page and 1994 ). 
Revelation of P TP - BA S kidney of human adult, is 
recognized moststrongly in lung, regarding brain, heart, 
pancreas andthe placenta etc has revealed But, revelation is 
almost not recognized in intestine, peripheral blood , the liver 
and skeletal muscle , (Maekawa other things, description 
above; Banville other things, descriptionabove; Saras other 
things, description above). Meaning of revelation in these each 
tissue is not clear. If these inventors you know rnethod which 
kills cancer cell making use ofthe compound which designates 
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P TP - BA S as target, i^^iot known sofar in. In addition, 15 
amino acid sequence o^Bnrinal vicinity of Fas has done 
reportthat importance to interaction of Fas and P TP - BA S, 
but if[Sato other things, description above; Cleveland other 
things, Cell (0092-8674) Vol.81 ,479 - 482 page and 1995 ), 
these inventors you know compound which obstructs those 
interaction, it isnot known so far in. VIP receptor Vasoactive 
Intestinal Peptide (VIP) with neuropeptide which consists of 
28 amino acid, Pituitary Adenyiyi Cyclase - Activati ng 
Pepti de(P ACAP) andthe -tr clay tin , forms glucagon, 
calcitonin , para Syioid hormone and others andalso family. 
VIP smooth muscle relaxing, blood flow has function 
whichinereases. In addition, water from epithelium of lung and 
intestineand flow of ion, multiplication and survival of 
neuronare adjusted, effect is produced to also many irrmme 
function. In VIP nervous system, respiratory system and 
^strointestine system, it reveals theselective high affinity 
receptor in cell of subset which has immune system human 
high affinity type 1 VIP receptor (HV Rl) gene cloning is done 
from one carcinoma of the colon cell HT - 29, also 
chromosome gene i sacqirired, ( Co uvineau other things, 
Biochemical and Biophysical Research Corrrnunications (0006- 
291X,BBRCA) 19 Vol. 3 , 546 -553 page and 1993;Sreedha 
ran other things, Proceedings of the National Academy of 
Sciences of the United States of America (0027-8424) Vol.92 , 
2939 - 2943 page and 1995). HV Rl belongs to GPC R 
family, possesses 7 time membrane penetration structure. 
Revelation of HV Rl is recognized most strongly in lung ofthe 
human, regarding prostate , peripheral blood cell , liver , brain 
andthe small intestine etc has revealed, (Sreed ha ran other 
things, description above), antagonist of VIP controling 
multiplication of non- small cell lung c^rcir»im(Moody other 
things, Proceedings of the National Academy of Sciences of the 
United States of America (0027-8424) 90 volume, 4345 - 
4349 page and 1993 ), relationship between HV Rl and lung 
cancer is observed frcnrithething (Sreed ha ran other things, 
description above) which exists in short aim of human 
chrorrosorre third where HRVR1 genehas participated in small 
cell lung carcinoma. Ccnicerning signal timisduction mechanism 
of VIP receptor adenylate cyclase activity is stimulated is 
knowndensely through G protein, ( Co uvineau other things, 
Journal of Biological Oiemstry (0021-9258, JBCHA3) .2 Vol. 
61, 14482 -14489 page and 1986 ; Laburthe other things, 
AnaN.Yj^cad.Sci.5 Vol.27 ,296 - 3 1 3 page and 1988). But, 
if these inventors you know that intracellular Oteminal region 
of VIP receptor exertsinfluence on function, it is not known so 
far in. In addition, if selectively these inventors you know drug 
which operatesin intracellular signal transduction system of VIP 
receptor, it is not known so far in. 2 -adding ^ nadic 
receptor adding \s nadic receptor until recently, was 
classified to the 1, 2 and land 2 receptor subtype by 
pharmacological reference mainly. As for - adding U 
nadic receptor tissue and its physiological role which arerevealed 
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with subtype differ an^^^xists in heart , the fat tissue and 
cerebral cortex, activation induces heart beat increase, cardiac 
conlractil ityincrease and lipid fraction solution 2 exists in 
lung, liver, cerebellum, smooth muscle , the skeletal muscle 
and polynuclear leukocyte causes relaxation of bronchial 
muscle and vein smooth muscle. Because physiological function 
of respective receptor differs, specific inhibitor is 
soughtrespectively, but existing - adding L' nadic receptor 
inhibitor selectivity is low. Especially there is not a specific 
inhibitor for 2 - adding \s nadic receptor for themost part, 
buto**^^ > only is known is as certain extent selective 
inhibitor. As for specific 2 - adding \s nadic receptor 
inhibitor it can utilize in treatment of theglaucoma patient 
where you can see fault accentuation of 2 - adding \s nadic 
receptor. As for existing 2 - adding ^ nadic receptor 
inhibitor because selectivity is low, side effect tothe tissue which 

1 - adding L" nadic receptor has revealed in large 
amDuntsuch as heart has become problem Therefore as 
usefulness of another specific 2 - adding ^ nadic receptor 
inhibitor, you can thinkthe possibility which can be utilized in 
reduction of side effect of unselective -adding ^ nadic 
receptor inhibitor. 2 - adding L/ nadic receptor is receptor 
which belongs to GPC R farrilywhich cloning is done in 1987, 
(Kobilka other things, Journal of Biological Chemistry (0021- 
9258, JBCHA3) . Vol.262 , 7321 - 7327 page and 1987 ). As 
for 2 - adding \s nadic receptor through G protein, 
adenylate cyclase is knownis activated densely, intracellular C 
terminal region vicinity of 2 - adding U nadic receptor is a 
relationship in homologous desensitization,it is reported densely. 
If selectively these inventors you know drug which operates in 
intracellular signal transduction systemof 2 - adding ^ nadic 
receptor, it is not known so far in. IL-8 receptor 
interleukin - 8(IL - 8) with peptide which consists of 72 arrino 
acid of molecular weight 8 kDa,is produced with interleukin- 1 
and other irritability cytokine by diverse cell type 
attendantupon activation (Westwick other things, Irrminology 
Today Vol.10, 146 page and 1988). IL-8 promotes 
chemotaxis and degranulation of neutrophil. IL-8 with in- 
vitro with potential chemistry cause agent of neutrophil, with 
in vivohas strong inflarnrnation effect, it is shown densely. 
Furthermore, you can see production of IL - 8 in afflicted part 
ofthe various inflammatory disease patient and in blood, 
chronic rheumatoid arthritis , gout and 
neutrcphilcharacteristic derrrititis , asthma, ulcerative colitis , 
septicemia and adultbreath impendence syndrome, IL-8 has 
participated in leukemia or other disease , itis made densely 
clear. Because of this, inhibitor or antagonist of IL - 8 action is 
useful antiinflarnrnatory,it is expected densely, receptor of IL - 
8 with sugar protein of molecular weight approximately 60 
kDawhich belongs to GPC R family, cloning was done in 1991, 
(Holmes other things, Science 25 Vol. 3 , 1278 - 1280 page 
and 1991 ; Mnphy other things, Science 25 Vol.3 ,1280- 
1283 page and 1991). As for IL- 8 receptor type A and type 
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B are known, cell whi^^evealed with type A and type B 
differs, type A PHA stimulus T cell , has revealed in wide range 
such as CD4 + T cell , monocyte, synovial merrbrane cell and 
neutrophil. On one hand, type B revelation is seen mainly in 
neutrophil. Revelation of IL- 8 receptor increasing 
considerably as relation with the disease, regarding neutrophil 
characteristic derrrititis which accompanies the leukocyte 
invasion, (Kerreny other things, In t.Arch. Al lergy I rrmunol. 
Vol.104 , 31 7 - 322 page and 1994 ), etc, it is reported with 
acute glomerular nephritis model that it can control theprotein 
urine with dosage of anti- IL - 8 antibody (Wada other things, 
Journal of Experimental Medicine (0022-1007, JEMEAV) 1 Vol. 
80,1135-1140page and 1994). G protein has connected to 
intracellular region of IL - 8 receptor, participates in the 
signal transduction is reported densely (Kupper other things, 
Biochemical Journal (0264^021, BIJOAK) 2 Vol.82 , 429 - 
434 page and 1992). But, if these inventors you know that 
intracellular C-teminal region of IL - 8 receptor 
exertsinfluence on function, it is not known so far in In 
addition, if selectively these inventors you know drug which 
operatesin intracellular signal transduction system of IL - 8 
receptor, it is not known so far in. novel compound which 
possesses activity where this invention design was doneon 
basis of intracellular carboxy terminal sequence of cytoplasmic 
rrernbrane receptor, adjusts function of the said cytoplasmic 
rnernbrane receptor is developed densely makes objective. In 
addition, this invention develops novel pharnHceutical 
composition which includes said novel cornpounddensely makes 
objective. Furthermore, this invention offers method which 
analyzes function ofthe C-teminal of cytoplasmic rnernbrane 
receptor making use of said novel compound densely makes 
theobjective. furthermore and, this invention offers method 
which adjuststhe signal transduction of cytoplasmic membrane 
receptor, and therapeutic method of disease which relates tothe 
signal transduction of cytoplasmic membrane receptor is 
offered densely makes objective. As for 
Disclosure of Invention these inventors, ccrforning to above- 
mentioned objective, as for theresult of doing diligent research , 
first, it possesses activity where thepeptide and those derivative 
which possess C-terrrinal arrangement of Fasobstruct 
connection with Fas and P TP - BA S, as you discoverdensely 
for first time, those compound cell death signal adjust 
discovereddenselyjust. unit of necessary peptide was sougfit in 
order to obstruct theconnection with namely, Fas and P TP - 
BAS, its derivative when it operatedthe cancer cell this 
reinforces cell death signal discovered densely with Fas . Next, 
as for these inventors, peptide derivative which possesses O 
terrrinalarrangement of this receptor Fas in regard to VIP 
receptor whichbelongs to receptor family which differs 
completely, controls functionof VIP receptor discovered 
densely, namely, said peptide derivative, controls relaxation of 
VIP dependent bronchium discovered denselywith system of 
magnetic jplO * . Furthermore, as for these inventors Fas and 
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VIP receptor in regarq^^e 2 - adding U nadic receptor 
and IL - 8 receptor whe^R-terninal arrangement differs onthe 
basis of those C-terrrinal arrangements peptide derivative which 
design isdone shows a some effect in function of those receptor, 
youdiscovereddensely. Even C-terrrinal arrangement of 
namely, 2 - adding ^ nadic receptor o peptide derivative, 
controls relaxation of bronchium which is induced by 
isoproterenol which operates cog varnish T. ^< in 2- 
adding U nadic receptor,hirtheiTnDre peptide derivative which 
has C-teminal arrangement of IL - 8 receptor theintracellular 
taking in of calcium which is induced by IL - 8 select] velyis 
controled discovered densely. These it must be, receptor it 
belong? family , Or in types of amino acid residue of C-terrrinal 
of said receptor it to depend, If C-terrrinal region of receptor 
has done a some participation widely in thesignal transduction 
and furthermore inforrmti on of amino aci d sequence regarding 
Otenrinal ofthe receptor is is acquired, as for peptide or its 
derivative which design is done,the ligand of receptor and, 
details of intracellular signal transduction pathway not 
urderstandingevenifon basis of those, it can control signal 
transduction of said receptor,you can say that it is semantic 
densely. It has possessed feature where as for receptor of 
the4 which was inscribed that arrino acid residue of 3rd is serine 
orthe threonine from C-terrrinal, you say and is in cornrnon. 
these inventors using GCG software package (di T. -o<"? 
computer group supplied ) furthermore, in regard to receptor 
groupwhich has possessed said feature, searched PIP - protein 
database, classified onthe basis of feature of C^errrinal 
arrangement, acquired resultof subsurface. Regarding to this 
invention, it names receptor which possesses featurethe 
receptor which possesses tSXX motif. S shows serine or 
threonine here, each X shows thearrino acid of option. 
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A3564 & - B-cell receptor CD22 

J N 0 7 0 8 - Ibyrotropia-releaainj horoon« receptor 

JN0807 - glucagoo-like ptptide-1 receptor 

JQ1042 - endothelio receptor B 

S24356 - antidiuretic hormone receptor 

A38142 - APO-l antigen. Fu aatijeo 

A47253 - epidermal growth factor receptor, KER4 

GOHUN - nerre growth factor receptor. lov illiflity 

TYHUAS - transforming protein oat 

JN0604 - VIP receptor 
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S12051 - protein-tyrosine-pnosphatase gimma 

A43956 - serotonin receptor 5HT-2 

JS0616 - serotonin receptor 5KT-1C 

S48736 - serotonin 5-HT2B receptor protein 

A47551 - NMDA receptor cbain 1 

S47555 - NMDA receptor modulatory chain hNR2 A 
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It is not included in above-mentioned in the table . Like IgE 
Fc RI - C terminal it changes with posttranscription 
decoration, also thosewhich reaches point where it has tSXX 
motif exist. In RCR region of cytoplasmic rnsrnbrane 
receptor, regarding to this invention, as descriptionabove it 
names consecutive arrangement to which anino acid of the3rd 
is serine or threonine, tSXX motif from Oterninal, but 
itnames tSXL motif tSXV motif , concerning those which in 
addition are aleucine among those, concerning those where 
aninoacidof for example C^terrrinal isthe valine. Youname 
in same way below , with anino acid of C-terrrinal. Above , 
these inventors this invention reached to completion on 
thebasis of novel knowledge of these plural, namely, this 
invention has activity which adjusts fimction of cytoplasmic 
rreirbrane receptor wherethe anino acid sequence of 
intracellular raitoxylternxnal is - Al - A2 - A3, peptide and 
biological stability whichpossess anino acid sequence of at 
least 3 in longitudinal direction, possess carboxy terminal 
sequence of the-X-Y-Z(In Formula, as X= Al or Al amino 
acid which belongs to thesame classification; Y=L - anino acid 
or glycine ; it belongs to sameclassification as Z= A3 or A3 
arrino arid), it is something w^ of said 
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£*i*fsj <ti>?c<h «> *fccc-ei^5 rpi 

ESQa>tt#ftlftW Bltt* Fas<DC 

PT P-BAS^BtSm- h7vt^7AT?fc 
6„ 021*. -<>tfhD<DF a s/PT P-BASCO 

K«S*r^^7-Cfc«p B3I*. Ac-SLV0^ 
7 5 y L - 7 5 y Uftftl^^ 'J V>l:lt» 

hD(DFas/PTP-BA S$g^fi§S^^t^7 
fc£ 0 Ac-SLV0L^L-75y» 

X^>Lfc^^ KO 
. 1 mMO»«TC»lt*-f >tf hDCDF a s / P T P 
-BAS^R§S**ty77-Cft4. B5I*. Ac 
-SLVtAc-TLV(C^>tfhPFa s/PTP- 

b a sfg^Ris<Das«»ttttis**ry^ yv&z* 

hDF a s/PT P - B A S*££RH8;S14£^"t ^5 ? 
-Q&Zo Milt* N^fi$W>fhPFas/ 
P TP-BAS^IB8a)IS«?¥tttt«**ty77 
T-fc6«> B8I*. C*««fH*©-f>fhPFa8/ 
P T P-BASfS^RBSStt^ry^-e**. El 

D- 1 «BjBrtlZS£A*tlfcA c- SLVMMi^ 

h-vXt^^fo H10I4, Cyh- NHCO- S 
LV- OMo, Cyh- NHCO- SLV- OEt, P 
h- NHCO- SLV- OMo, Ph- NHCO- SL 
V- OEt0t h*J»*S«llftD L D- 1 lZ*trSttllS5E 

mmttm&ntT? s 7'yi:t><bo 01 ph- nh 

CO- SLV- OEt(Dth^HMDLD-1l:^ 

B1 VI P«SMft«XCD»«lC?4-r4Ph- N 

HCO- SLV- OEt0^ffi$^t^77ffe^)o 
B1 314, VI Pft^Mm@3t(D?tb^lZ^-r4P h- N 
HCO- SLA- 0Et(D^ffi^^t^77tfcl) 0 
B1 4tt, VI Ptt#tt««X<DiiM!fc*ff*P h- N 
HCO- SLL- OEt0)^i^^t^77t*fel) o 



peptide wherethe cylo^Bjrnic rnerrbrane perrnsability or 
above-mentioned adjuHEit activity improves, and thesalt 
which is admitted in those pharmacological, and this 
invention are something which offers pharmaceutical 
composition whi chcontains these compound, furthermore 
and, this invention is something which offers themethod which 
analyzes function of C-terninal of cytoplasmic membrane 
receptor making useof these compound and furthermore, as 
for this invention method of adjustingthe signal of cytoplasmic 
membrane receptor by obstructing connection with cytoplasmic 
membrane receptor C-terminaland connection protein. It is 
something which offers also therapeutic method of disease 
which relatesto signal transduction of and cytoplasmic 
membrane receptor. As for compound of this invention 
cytoplasmic membrane receptor to which each one 
correspondswith molecule which differs completely, is 
compound which possessesthe activity which adjusts signal from 
said receptor by competing with theC-terrrinal of receptor 
which corresponds. At this point, "activity which adjusts signal 
from receptor it possesses" with "activity which it obstructs or 
reinforces signal from receptorand it possesses" with you say, it 
means densely. In addition you say here, it is not sonxthing 
which "Obstruction" with means theobstruction with every 
extent, complete £> is always lirrited ir»bstructioa simple 
explanation Figure 1 of drawing is 

autoradi ogram which shows Fas/P TP - BA S binding inhibition 
of in-vitrowith C-terrtinal 15 amino acid peptide of Fas. 
Figure 2 is graph which shows influence of Oterminal peptide of 
theFas where length which is caused to connection of Fas/P TP - 
BA Sof in- vitro differs. It is a graph which shows Fas/P TP - 
BA S binding inhibition of in-vitro in under peptide 1 
mMexi sting which each amino acid of Ac - SLV replaces 
Figure 3, to theother L - arrino acid or glycine, scan it does. It 
is a graph which shows Fas/P TP - BA S binding inhibition of in- 
vitro in under existing ofthe peptide 0.1 mM which L of Ac - 
SLV replaces Figure 4, to theother L - arrino acid or glycine, 
scan it does. Figure 5 is graph which shows concentration 
dependency curve of in-vitro FasOP TP - BA S binding inhibition 
of Ac - SLVand Ac - TLV. Figure 6 is graph which shows in- 
vitro FasfP TP - BA S binding inhibition of D isomer, N 
methyl compound and reduction product peptide. Figure 7 is 
graph which shows concentration dependency curve of in-vitro 
Fas/P TP - BA S binding inhibition of N terrrinaldecoration 
body. Figure 8 is graph which shows in-vitro Fas/P TP - BA S 
binding inhibition of C-teirrinal decorationbody. Figure 9 is 
photograph of form of organism which shows cell death 
inductionof Ac- SLV which was filled in human carcinoma of 
the colon DLD - 1 intracellular by rricroinjection . arrow 
shows typical apoptosis image. Figure 10 is graph which 
shows cell death induction for human carcinoma of the colon 
cell DLD- 1 oftheCyh- NHCO- SLV- OMe , Cyh- N HC O- 
SLV- OEt,Ph- NHCO- SLV- OMe and Ph- N HC O- SLV- OEt. 
Figure 1 1 is photograph of form of organism which shows cell 
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HCO- SLV- O H^^^^^fJP'^T'fe^o Hi 

161*. 1 SOtt^M«B3E<D5fe»i::»*"4P h- N H 

CO- SLL- OEt^)^ffl^t^7T'ife^ 12 

171*. ISOftff»«Kfl)»Ul:»t«)Ph- NH 

CO- SLA- OEt(Dttl$*t^777?«. El 

18 1*. I SOte^ftm^£(&3MlZ*t-f 6P h- NH 
CO- SLV- OEt(D^i^^t^7^T'fe^o 

Xim.BJUDit&to XRVUDitG Wits C&mft&Kis? 

f;HBfll« (rcr««) Sft-rSMIftH^-b^* — 

iUcBIH-iStt**^*^^^ *a>*^*KB» 
i^fcJ:^tlb0^T 4 fcl)o *3£GBI=<fc4'<3f i F 
h\ ^<o^^ KB»#te«ktf-tixt>a)*l**W«li:* 
ot^TtJ:l\ J=«BL<I*, *&e.8tfMb£W*. U 

*:/*-c5fc««£»a^a>*&£3tt£*T4*\ £fc 
i*. u*^*-c*^£M&*<*&<o^t#tt-t, 
«aflSW*^*+ v^Mcor S -/ BEWtf- At - A 2 - A 
3 -cfc*IBISBu-b^*-«)«B*B« , r*sStt**'r* 
, it 3®<DT £-/BEM**S*Al=*U - 

X-Y-Z X = A 1 tL<l*A 1 tH — 

t-g,7S^; Y = L-T5-/B*4lM*yi; v> : 2 
= A 3 t L < li A 3 1 l^l-»«lclt 47 5 y ») 0*;U 

7K*v3fcME$u**"r4*t£*i"efc4. c<o«ft. * 

SSWOHt^tti: LTi*, *f*fi*M=l*. «*J*. C^aSE 
*|JA<- S-L-VT?fc4Fa s^PTP-BA S 

#L, -X- Y-Z X=L— tU>, L-*U 
5J-— >, fc4lW*L-*>XT-f> ; Y=L-75;ife 
4lW*^'Jv>; Z = L-/<U &41M4L — T VP 
v>) <D*^JH^->3fe«6EW*# , r4^^h\ -t© 

mmw. *5cfct;-tti6<DSK*»i-8ffi**i4««*if4 

^*0CDi^^<D^I<t Lt, C^EW-S-L-Vt*fc 
4V I PU-fe^*-<D«tt*RBS*-4. *ft<i:*3« 

<dt s*yg2£££:fifFjic*rL. -x- Y-Z x 

= L-b»;>. L-Xbt->, &41M* L-vX-r-f 
>; Y = L-T5yB*4tM*y;^>: Z = L-/<U 

**r4^3f^h\ *<DB»#» 6J:tf**i6«)B*tt 
lcSB**i4**fel'f4Ci:3& < 'e*4o *fc. U-tr^ 
* — C3MiE*J*« t s X V**— :7*»fcftl**£<©« 
tLT. C^iffiE?U*<-S-L-LT*fe4jS 2 -T Kbt 
v»y<7 Ub^* — 0)->^;i/eail6*B8r4. *ft< 
fctSBODTS^BSSSSlRH-fcU -X- Y-Z ( 
xfc*, X=L-tr'J>, L-Xl/t->, &41M*L- 
*>X^*f>; Y = L-T5-/B*4tM4^y ; Z = 

, *<db»(** ■fc«ktf*tt6«)ai* : »i=8B**i4** 



death inductionfor hiirmj^arcinorra of the colon cell DLD - 1 
ofPh-NHCO SLV-^^ Figure 12 is graph which shows 
action of Ph- N HC O- SLV- OEt for therelaxation of VIP 
dependent bronchium Figure 1 3 is graph which shows action 
of Ph- N HC O SLA- OEt for therelaxation of VIP dependent 
bronchium Figure 1 4 is graph which shows action of Ph- N 
HC O- SLL- OEt for therelaxation of VIP dependent bronchium 
Figure 1 5 is graph which shows action of Ph- N HC O- SLV- OH 
for therelaxation of VIP dependent bronchium Figure 1 6 is 
graph which shows action of Ph- N HC O- SLLr OEt for 
therelaxation of ISO dependent bronchium Figure 17 is 
graph which shows action of Ph- N HC O- SLA- OEt for 
therelaxation of ISO dependent bronchium Figure 1 8 is 
graph which shows action of Ph- N HC O- SLV- OEt for 
therelaxation of ISO dependent bronchium It is a peptide , 
peptide derivative and those salt which possess activity 
wtrichadjusts signal from receptor by fact that compound of 
thepreferred errbodiment I. compound of this invention this 
invention in order to execute invention design is 

doneon basis of, C-teminal arrangement of cytoplasmic 
irernbrane receptor which possessesthe signal regulating domain 
(RCR region) in C-terminal region competes to C-terninal of 
receptor. Furthermore , peptide , peptide derivative and those 
salt have beenallowed to have become hydrate with this 
invention . furthermore as for details, as for compound of 
this invention,possessing binding activity to receptor G- 
terninal connection protein, or when, receptor C- 
tenrinal connection protein is unknown, including, it possesses 
activity whichadjusts function of cytoplasmic membrane 
receptor where amino acid sequence of intracellular carboxy 
end is the- Al - A2 - A3, it is a compound which possesses 
amino acid sequence of at least 3 in thelongitudinal direction, 
possesses carboxy terminal sequence of - X - Y - Z (In Formula, 
asX=Al or Al amino acid which belongs to thesarne 
classification; Y=L - amino acid or glycine ; it belongs to 
sarreclassifi cation as Z= A3 or A3 amino acid ). This kind of of , 
as compound of this invention, connection withthe Fas and P 
TP - BA S where concretely, for example C-tenrinal 
arrangement is the- S - L - V is obstructed, it possesses anino 
acid of at least 3 in longitudinal directiory t increases salt which 
is admitted in peptide , its derivative , andthose 
priarrmcological widen possess carboxy terminal sequence of - 
X - Y - Z (In Formula, X=L - serine , L - threoriine or L- 
cysteine ; Y=L - amino acid or gjycine ; Z=L - valine orL- 
isoleucine ), it is possibledensely. Function of VIP receptor 
where C-terrnirial arrangement is - S - L - V furthermore, as 
example when receptor C-tenririal connection protein is 
unknown,is orjstructed, it possesses anino acid of at least 3 in 
longitudinal direction, itincreases salt which is admitted in 
peptide , its derivative , andthose pharmacological which 
possess carboxy terminal sequence of -X- Y-Z(In Formula, 
X=L- serine, L- threonine or L - cysteine ; Y=L - anino acid 
or glycine ; Z=L - valine or L - isoleucine ), it is possibledensely. 



ISTA's Paterra(tm), Version 1 .5 (There may be errors in the above translation. ISTA cannot 

be held liable for any detriment fromits use. WWW: http://www.intlscience.com Tel: 800-430-5727) 



P.21 



JP 9701 1 091 S Machine Translation 

L> -X-Y-Z (3fc*. X = L^Pj>. L-XU* 
LMiyj->>; Z = L - D-f v>) (D^UT^v^amBS 

*&P£<7Hb£^i::fc^T, Wgu-b^- ©iffiSB 

^-C**»ffi!«liafl)fiff«5«!i: Lt, Fa 
s/PT P-BASe^Rl«#]I=HLTte, «^Ktf 
fiS*lR|l-6fli2l±fctLtf 1 5«<0'<:7*' KiH8S<D 
31*** U fiS*lRl(=3«*tll*4«&i;5fli:Hfi 
E<D3tt**rSC£j&<«tB*ftTl**. -ASWI^ * 

a>* y ft y, *<ote*i»y 

*5(=ft*fca!>* sttftamwrc^^ KA<««**ifc 
y . £»^wic»»i=ft < ft^cir^b 

, *f6B^b*«(0^^ K«*l4 3T?*SCi:)&<H*L 

a*feHIP#J<0^^^ KBWU-X- Y-ZT\ Y = D-T 
5 y i(D»Stt8i:illEMStt« * - Y = L-7 

5 y k&sim* y y s^-e&ac li* (fc*£L 

, ^-0)7 5yBl«at<DaHlcJ:-3Tfe*y»Sttl*fi* 
itlftl*. Fas/PTP-BASBMf* 
ICfcl^Tl*. Y = D-Q-f v>"CI*±< Stttfftl**** 

*:7*-->y*jutisffi3tt£*'r*'<:^ k«sm*i=ki 

Fas/PTP-BASfS^PlS 
*ftttLfc, w0>«fc5ft<b£«li: LTI*T5£4 : 



signal transduction tale^^ 2 - adding ^ nadic receptor 
where C-teminaJ arra^^ient isthe - S - L - L as example 
when and receptor C- terminal arrangement do not havethe 
tSXV motif, is obstructed, it possesses amino acid of at least 3 
in thelongitudinal direction, it increases salt which is admitted in 
peptide , the its derivative , and those pharmacological which 
possess carboxy terminal sequence of - X - Y - Z (In Formula, 
X=L - serine, L- threonine or L- cysteine ; Y=L- amino acid 
or glycine ; Z=L - leucine ), it ispossible densely. In other 
things, signal transduction of IL - 8 receptor where receptor C- 
terrrinal arrangementis - T - T - L is obstructed, it possesses 
amino acid of at least 3 in thelongitudinal direction, also 
peptide , those derivative , and is admitted in pharmacological 
thesalt which possess carboxy terminal sequence of -X- Y-Z 
(In Formula, X=L - serine , L - threonine or L - cysteine ; Y=L - 
amino acid or glycine ; Z=L - leucine ) making example, it 
ispossible densely. In compound of this invention, you can 
say that from viewpoint of theacti vity which adjusts function of 
cytoplasmic membrane receptor, in longitudinal direction 
those where 8 has amino acid are desirable from 3. As concrete 
example of this kind of cytoplasmic membrane receptor G- 
terninal functional regulation agent, in regard to Fas/P TP-BA 
S binding inhibitor, if the peptide 6 or more is in longitudinal 
direction, 15 it possesses activity ofthe peptide and same extent, 
if 3 it is in longitudinal direction, 4 and 5 and it possesses 
activity of same extent, it is verifieddensely. Generally, taking 
in peptide to inside extent biological tissue where peptide 
chainlength becomes short becomes easy, because it reaches 
point wherethe frequency of resul t taking in increases, from fact 
that thepossibility that peptide is destroyed before activity 
expression, in biologicalbecornes invalid decreases, peptide 
chain length of the compound of this invention is 3, iris 
desirable densely. In the corrpound of this invention, with 
peptide sequence -X-Y-Zof cytoplasmic rrrnrbrane 
receptor C-terninal functional regulation agent, in case of Y=D - 
amino acid almostit does not possess functional regulation 
activity, densely desirable (However, said activity is not 
influenced excessively with types of thearrino acid residue. 
Regarding for example Fas/P TP-BAS binding inhibitor, with 
Y=D - leucine completely there is not a activity. With Y=all 
L - amino acid and glycine it possesses hi^i activity. ) where 
itis a Y=L - amino acid or a ^ycine. and this invention with 
intracellular in metabolic (Namely, biological stability which is 
superior to possess), regard thepeptide derivative which 
possesses receptor signal adjustment activity which is superior 
instability, these inventors aims toward irrprovement of 
pharmacological property of peptide whichpossesses Fas/P IP - 
BA S binding inhibition, when it tries synthesizing various 
derivative, in the surprising fact, in compound which decorates 
amino group of N terminal with thehydrophobic group, can 
recognize reinforcement where above-mentioned activityis 
considerable in addition to hydrophobic irrprovement, you 
disco vereddensely. As this kind of compound formula below 4: 
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^ ; R 3 =A3t,L<l*A 3 £^-#lilcJ£t- £7£/&0) 
R 4 iifiil07ay M<bmf&&&T*& 

# R 7 l*<i * & 6 IM^S^T- fey, B IS ± )U 

gifc£lM*It*£*££T*&y. R 8 fc£tf R 9 l*^*x€ft7K 

L<l*!fcM&^#teST*fcy . C0)iI£7;U*JU& 

y. nliOfc-StMil -efey. 2 *\Zn A< 1 <&i££rl*R 
8 tR 9 tt-«i:«ota*»*Ltt*^ ; fc«U R 

6 fc«fctf Rgl*l^flti::**TI*#l*] T*^£:h.£ 



You can list those which are displayed with [In Formula, as Rl = 
Al or Al belong3 to sameclassifi cation side chain structure of 
amino acid which; side chain structure or hydrogen of R2 =L - 
amino acid; As R3 = A3 or A3 side chain structure of anino 
acid which belongs to thesame classification is meant, As for R4 
with side chain structure of anino acid of option, As for R5is 
a substituted or unsubstituted straight chain of Cl to C6 which, 
Amount chain, Or it is a alkoxy group of cyclic, Or with 
hydroxy group , As for each R6 individually with hydrogen or 
methyl group , As for each R7 individually with hydrogen or 
oxygen, As for B with carbonyl group or direct bond , As for 
R8 and R9 with respective hydrogen , or substitution or 
theunsubstituted alkyl group or substitution or unsubstituted 
aromatic group , in this case as for alkyl group withthe straight 
chain , amount chain, or cyclic , as for m with theO to 1 2 , as 
for n when with 0 or 1 , furthenrorethe n is 1, as for R8 and R9 
beconir^irrultaneous, forming ring, good; However, R6 and 
R9 it is a hydrogen simultaneously, ]. As desirable ones, 
formula below 5: 




tit£; R 2 =L-7 5yM<D«««3tft*tWi7K* : R 3 
= L-7 5^»0««flia**tM*****i*L. R 5 . 
r 6 . R 7 . R B t$£VR it l*nlft£mm'e$>%> ; fcSU 
r ! a< -tr 1 j 9. 1 fl v $> y . * x o r 2 ^ ^ ^ * - > <o a ffl 

l>t<D<bLTI*T3*6 : 



Those which are displayed with [In Formula, side chain structur 
e of Rl =L -serine or L- threonine; side chain structure or 
thehydrogen of R2 =L- arrino acid; side chain structure or 
hydrogen of R3 =L - anino acid is meant, the R5 , R6, R7 
and R8 and R9 earlier description and ares>ronynr>us,; 
however, Rl with side chain of serine, at thesame time R2 with 
side chain of methionine, when at same timethe R3 is side 
chain of glutariine you exclude] are increased, it is 
possibledensely. furthermore as desirable ones formula below 
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/PT P-BASe^RES*«Z*5^T/£ltTf«:< . ffetf) 
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, ^il,*S>K (E) , VVisl^m , tXfv> ( 
H) . *fVQ'fv> (!) . p/v> (L) . 'Jv> ( 
K) „ (M) , 7i-JI/77-> (P) . ^ 

pg> (P) , -tr'J> (s) , xut-> (T) , h'J 

^h77> (W) . TUis> (Y) , (V) o tz 

a*. fliitBotta ■ it^ft&ntz&'D rut -oars; » 
posits rpi-»a(cRr^7syKj ii. &&cd 

a*v/<«;>, o-4-thW7i-;i/fPv>, 

ff-t-^l/^Uv>, 2-7 £yg£g£, ar-->*D 

*<T*£<£> 0 H#te7 S y K : A, R. N, G. E. L 
L. K. M, F „ P. W. Y, V^7Ktt7Sy^: R. 
N. D % C, O, E. H. K , S. T, YIEm?57Sy 
It: R, H. Kft^T^K: D. E***B*tt7S 
R. N. D. C, Q, E, H, M. S. T, 

Y £ 7 Sy»mffO)®^*<DBS-^lCOL^TIi, 

7-fe^iU* (Ac) , (Me) , X^;U& (E 

t ) . -fV^P tfiU* ( i P r ) , ? x (Ph) 
, y^P^vJH (Cyh) ^totito 

: M ) tSXX a) N3R7"b^JU. C*7U— tt : A 
c-SXA. Ac-SXC, Ac-SXD, Ac-SX 
B „ Ac-SXF, Ac-SXG, Ac-SXH. Ac 
-8XL Ac-SXK, Ac-SXL, Ac-SXM 
% Ac-SXN, Ac-SXP, Ac-SXQ, Ac- 
SXR, Ac-SXS, Ac-SXT, Ac-SXV, 
Ac-SXW, Ac-SXYp Ac-TXA, Ac-T 
XC, Ac-TXD, Ac-TXE, Ac-TXF, A 
c-TXG, Ac-TXH, Ac-TXK Ac-TX 
K. Ac-TXL, Ac-TXM. Ac-TXN, Ac 
-TXP, Ac-TXQ, Ac-TXR, Ac-TXS 
, Ac-TXT, Ac-TXV, Ac-TXW, Ac- 
TX Y, b) N3^7-tr^^U. C^lXfJK*: Ac-S 
XA-OEt, Ac-SXC-OEt, Ac-SXD- 
OEt, Ac-SXE-OEt, Ac-SXF-OEt 
, Ac-SXG-OEt, Ac-SXH-OEt, Ac 
-SXI-OEt, Ac-SXK-OEt, Ac-SX 
L-OEt, Ac-SXM-OEt, Ac-SXN-O 
Et, Ac-SXP-OEt, Ac-SXQ-OEt, 
Ac-SXR-OEt, Ac-SXS-OEt, A c - 
SXT-OEt, Ac-SXV-OEt, Ac-SXW 
-OEt, Ac-SXY-OEto Ac-TXA-OE 
t. Ac-TXC-OEt, Ac-TXD-OEt, A 
c-TXE-OEt, Ac-TXF-OEt, Ac-T 
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XG-OEU Ac-TXH - °j^k A c - T X I - 

OEt, Ac-TXK-OEt, W-TXL-OE t 
, Ac-TXM-OEt, Ac-TXN-OEt, Ac 
-TXP-OEt. Ac-TXO-OEt, A c - T X 
R-OEt, Ac-TXS-OEt, Ac-TXT-O 
Et, Ac-TXV-OEt, Ac-TXW-OEt, 
Ac-TXY-OEt e c) N*7i-)l/75^^ 
-;t,, C 3fc 7 l ) — # : Ph-NHCO-SXAs Ph- 
NHCO-SXC, Ph-NHCO-SXD, Ph-N 
HCO-SXE, Ph-NHCO-SXF, Ph-NH 
CO-SXG, Ph-NHCO-SXH, Ph-NHC 
O-SXK Ph-NHCO-SXK, Ph-NHCO 
-SXL, Ph-NHCO-SXM. Ph-NHCO- 
SXN, Ph-NHCO-SXP. Ph-NHCO-S 
XO, Ph-NHCO-SXR, Ph-NHCO-SX 
S. Ph-NHCO-SXT, Ph-NHCO-SXV 
, P h -N H CO-S XW\ P h -N H CO-S X Y„ 
Ph-NHCO-TXA, Ph-NHCO-TXC, P 
h-NHCO-TXD, Ph-NHCO-TXE, Ph 
-NHCO-TXF, Ph-NHCO-TXG. Ph- 
NHCO-TXH, Ph-NHCO-TXI, Ph-N 
HCO-TXK, Ph-NHCO-TXL, Ph-NH 
CO-TXM. Ph-NHCO-TXN, Ph-NHC 
O-TXP, Ph-NHCO-TXQ, Ph-NHCO 
-TXR, Ph-NHCO-TXS, Ph-NHCO- 
TXT, Ph-NHCO-TXV, Ph-NHCO-T 
XW. Ph-NHCO-TXYo d) N^7x-;i/75 
; ±)i,$i=-)\, s C^lXfiH*: Ph-NHCO-SX 
A-OEt, Ph-NHCO-SXC-OEt, Ph- 
NH C O - S X D - O E t „ Ph-NHCO-SXE- 
OEt, Ph-NHCO-SXF-OEt, Ph-NH 
CO-SXG-OEt, Ph-NHCO-SXH-OE 
t. Ph-NHCO-SXI-OEt, Ph-NHCO 
-SXK-OEt. Ph-NHCO-SXL-OEt, 
Ph-NHCO-SXM-OEt. Ph-NHCO-S 
XN-OEt, Ph-NHCO-SXP-OE t . Ph 
-NHCO-SXQ-OEt, Ph-NHCO-SXR 
-OEt. Ph-NHCO-SXS-OEt. Ph-N 
HCO-SXT-OEt, P h-NHCO-SX V-O 
Et, Ph-NHCO-SXW-OE t , Ph-NHC 
0-SXY-OEt e Ph-NHCO-TXA-OE t 
% Ph-NHC O-TXC-OEt, Ph-NHCO- 
TXD-OEt, Ph-NHCO-TXE-OEt, P 
h-NHCO-TX F-OE t % Ph-NHCO-TX 
G-OEt, Ph-NHCO-TXH-OEt, Ph- 
NHCO-TX I -OE t, Ph-NHCO-TXK- 
OEt, P h-NHCO-TX L-OE t % Ph-NH 
CO-TXM-OEt, Ph-NHCO-TXN-OE 
t. Ph-NHCO-TXP-OEt, Ph-NHCO 
-TXQ-OEt, Ph-NHCO-TXR-OE t , 
Ph-NHCO-TXS-OEt, Ph-NHCO-T 
XT-OEt, Ph-NHCO-TXV-OE t . Ph 
-NHCO-TXW-OEt, Ph-NHCO-TXY 
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-OEt 0 e) N^y^DA^As^Jlt-^ 

: C y h-NHCO-SX V, C^-NHCO-TX 
V, Cy h-NHCO-SX I , Cyh-NHCO-T 
XI, C y h-NHCO-SX L. Cyh-NHCO- 
TXL, Cyh-NHCO-SXV-OEt, Cyh- 
NHCO-T X V - O E t , Cyh-NHCO-SXI 
-OEt, Cyh-NHCO-TXI-OEt, Cyh 
-NHCO-SXL-OEt, Cyh-NHCO-TX 
I — O E t o (2) t S L V a) N5fc7'J-, C^^'J 
— # : RNEIQSLV, NEIOSLV, EIQSL 
V, IQSLV, QSLV, SLV 0 b) H^T^Z^)V 
% C^7U —I* : Ac-RNEIQSLV, Ac-NE 
IOSLV, Ac-EIQSLV, Ac - I OS LV, 
Ac-QSLV, Ac-SLV, Ac-CLV, Ac — 
TLVo c) N^T^^U, C^fiH*:Ac-E 
I G S L V - O E t , Ac-IQSLV-OEt. Ac 
-SLV-OMe, Ac-SLV-OEt, Ac-SL 
V-OiPr, Ac-CLV-OMe, Ac-TLV- 
OMe, Ac-TLV-OEt, Ac-TLV-OiP 
r e d) N^7x-il/7 S J ^;U7fC-;U, C^P'J-(* 
: P h -N H CO-S L V, P h - N H C O - C L V , 
Ph-NHCO-TLVo e) N 3fc ~? x 5 J ±> )V 
7t-;-;U, C3fcXX^;H*: P h-N HCO-S L V-O 
Me, Ph-NHCO-CLV-OMe, Ph-NHC 
O-TLV-OMe, P h - N H C O - S L V - O E t 
, Ph-NHCO-CLV-OEt, Ph-NHCO- 
TLV-OEt, Ph-NHCO-SLV-Oi Pr, 
P h -NH CO-C L V-O i P r , Ph-NHCO- 
TLV-OiPro f) N5fc*>^ D^^vJl/7$; ±)l> 
7fC-;U. C^7U-i*: Cyh-NHCO-SLV, C 
yh-NHCO-CLV, Cy h-NHCO-T LVo 
g) N^v^ P^^vJUT S J ±)[,7\i — )^ C^iXf 
JH* : Cyh-NHCO-SLV - OM e , C y h — N 
HCO-CLV-OMe, Cyh-NHCO-TLV- 
OMe, C y h - N H CO-S L V — O E t , Cyh- 
N H C O- C L V-O E t , Cyh-NHCO-TLV 
-OEt, Cy h-NHCO-S L V-O i P r , Cy 
h -N H CO-C L V-O i P r . Cyh-NHCO- 
TLV-OiPrp h) N %V x — ;U*JUtK— A>, C^ 
7»J-(*: Ph-CO-SLV, Ph-CO-CLV, 

Ph-co-TLv 0 i) nj£7 x^;u±>;u^— c 

Sfel^f'H*: Ph-CO-SL V-OMe, Ph-C 
O-CLV-OMe, P h - CO- T L V-OM e , P 
h-CO-S L V-OE t , Ph-CO-CLV-OE 
t, Ph-CO-T LV — OE to j) N^*>^P^^r 
v;U*JUtK— )U % CSfc^U— <*: Cyh-CO-SLV 
, Cyh-CO-CLV, Cyh-CO-TLV 0 k) 
N^y^7 W^*r*s)i>i))i>'ifi=- C^xXf^i*: Cy 
h-CO-SLV-OMe, Cyh-CO-CLV-O 
Me, Cyh-CO-TLV-OMe, Cyh-CO- 
SLV-OEt, C y h - CO- C L V-O E t . Cy 
h-CO-TLV-OEt 0 I ) iSTti* : A c-S 
- (CH 2 NH) -LV, Ac-SL-^- (CH 2 NH 
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) -V. Ac-S-0- (CH 2 A-LV-OMe, 

Ac-SL-0- (CH 2 NH) -T-OMe, Ac-S 
(CH2NH) - LV-OEt, A c - S L - # 
- (CH 2 NH) -V-OE t 0 m) N^^H* : A c- 
(NMe) SLV. Ac-S- (NMe) LV, Ac- 
(NMe) SLV-OMe, Ac-S- (NMe) LV 
-OMe. n) Di$: Ac- (D) SLV, Ac- (D 
) SLV-OMe 0 o) SLIllft: Ac-SLI, 
Ac-SLI-OMe. Ac-SLI-OEt, A c - 
SLI-OiPr, Ph-NHCO-SLK Ph-N 
HCO-SLI-OMe, Ph-NHCO-SL I -O 
Et, Ph-NHCO-SLI-OiPro p) SLA 
m^i* : Ac-SLA, Ac-SLA-OMe. A c- 
SLA-OEt, Ph-NHCO-SLA, Ph-NH 
CO-SLA-OMe. P h - N H C O - S L A - O E 
t, Ph-NHCO-SLA-OiPro (3) t 
SX V a) NJtT'tzTfr. Cl£y*)-& : Ac-S AV 
, Ac-SCV, Ac-SDV, Ac-SEV, Ac- 
SFV, Ac-SGV, Ac-SHV, Ac-SIV, 
Ac-SKV, Ac-SMV, Ac-SNV, Ac-S 
PV. Ac-SQV, Ac-SRV, Ac-SSV. A 
c-STV, Ac-SVV. Ac-SWV, Ac-SY 
V. Ac-TAV. Ac-TCV, Ac-TDV, Ac 
-T EV, Ac-TFV. Ac-TGV, Ac-THV 
, Ac-TIV, Ac-TKV, Ac-TMV, Ac- 
TNV, Ac-TPV, Ac-TQV. Ac-TRV. 
Ac-'TSV, Ac-T TV, Ac-TVV. Ac-T 
WV, Ac-TYV 0 b) N5fc7-tr^;U. C*lXf^ 
{* : A c-S A V-OM e , Ac-SCV-OMo. A 
c-SDV-OMe. Ac-SEV-OMe, Ac-S 
FV-OMe, Ac-SGV-OMe. Ac-SHV- 
OMe, Ac-SlV-OMe, Ac-SKV-OMe 
% Ac-SMV-OMe. Ac-SNV-OMe, Ac 
-SPV-OMe, Ac-SQV-OMe, Ac-SR 
V-OMe. Ac-SSV-OMe, Ac-STV-O 
Me, Ac-SVV-OMe. Ac-SWV-OMe. 
Ac-SYV-OMe, Ac-TAV-OMe, Ac- 
TCV-OMe, Ac-TDV-OMe, Ac-TEV 
-OMe, Ac-TFV-OMe, Ac-TGV-OM 
e. Ac-THV-OMe, Ac-TIV-OMe, A 
c-TKV-OMe, Ac-TMV-OMe. Ac-T 
NV-OMe, Ac-TPV-OMe, Ac-TQV- 
OMe, Ac-TRV-OMe. Ac-TSV-OMe 
% Ac-TTV-OMe. Ac-TVV-OMe, Ac 
-TWV-OMe. Ac-TYV-OMe. Ac-SA 
V-OEt. Ac-SCV-OEt, Ac-SDV-O 
Et. Ac-SEV-OEt, Ac-SFV-OEt, 
Ac-SGV-OEt, Ac-SHV-OEt, Ac- 
SIV-OEt, Ac-SKV-OEt, Ac-SMV 
-OEt. Ac-SNV-OEt, Ac-SPV-OE 
t. Ac-SQV-OEt, Ac-SRV-OEt, A 
c-SSV-OEt, Ac-STV-OEt. Ac-S 
VV-OEt, Ac-SWV-OEt, Ac-SYV- 
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OEt. Ac-TAV-O 


e t , ^m- t 


C V-O 


E 


t 


, A c-TDV-OE t , 


A c -TtV- 


OEt, 


A 


c 


-TFV-OEt, A c - 


TGV-OE t 


. A c - 


T 


H 


V-OE t , Ac-TI V 


-OEt, Ac 


-T K V 


— 


O 


Et, A c-TMV-OE 


t , A c -T N 


V-O E 


t 




Ac-T PV-OE t , A 


c -T Q V-O 


E t , A 


c 


— 


TRV-OE t , Ac-T 


SV-OEt, 


Ac-T 


T 


V 


-OEt, A c-TVV- 


OEt, A c - 


TWV- 


O 


E 


t , Ac-T YV-OE t 


o c) N5^7i 




J 


1) 


;U7t-;-;K C^'J-ft : 


Ph-NH CO 


-S A V 


> 


P 


h-NHCO-SCV, P 


h-NHCO- 


S D V, 


P 


h 


-N H CO-S E V, P h 


-NHCO-S 


FV, P 


h 


— 


NHCO-SGVs Ph- 


N H CO-S H 


V. P h 




N 


H CO-S IV, P h — N 


HCO-SKV 


. Ph- 


N 


H 


CO-SMV, Ph-NH 


CO-S N V, 


P h — N 


H 


C 


O-SPV, Ph-NHCO-SQV, P 


h — N H 


CO 



-SRV. Ph-NHCO-SSV, Ph-NHCO- 
STV, Ph-NHCO-SVV, Ph-NHCO-S 
WV, Ph-NHCO-SYV. Ph-NHCO-TA 
V, Ph-NHCO-TCV, Ph-NHCO-TDV 
, Ph-NHCO-TEV, Ph-NHCO-TFV, 
Ph-NHCO-TGV, Ph-NHCO-THV. P 
h-NHCO-TI V, Ph-NHCO-TKV, Ph 
-NHCO-TMV, Ph-NHCO-TNV, Ph- 
NHCO-TPV, Ph-NHCO-TQV. Ph-N 
HCO-TRV, Ph-NHCO-TSV, Ph-NH 
CO-TTV. Ph-NHCO-TVV, Ph-NHC 
O-TWV, Ph-NHCO-TYV. d) N5^7j- 
;b7^*^-Jk C3fcx*^fA,<*: Ph-NHCO 
-SAV-OEt, Ph-NHCO-SCV-OEt, 
Ph-NHCO-SDV-OEt, Ph-NHCO-S 
EV-OEt. P h - N H C O- S F V - O E t . Ph 
-NHCO-SGV-OE t . Ph-NHCO-SHV 
-OEt, P h-NHCO-S I V-OE t . Ph-N 



HCO- 


SKV-OEt, P 


h - 


N H C O-SMV-O 


Et, P 


h -N H CO-S N 


V — 


OEt, Ph-NHC 


O-S P 


V-O E t , P h - 


N H 


CO-S Q V-O E t 


, Ph- 


N H CO-S R V- 


O E 


t . Ph-NHCO- 


S S V- 


OEt, Ph-NH 


CO 


-STV-OE t , P 


h-NH 


CO-S VV-OE 


t , 


P h-NHCO-SW 


V-O E 


t , Ph-NHCO 


-S 


YV-OEt, P h - 


N H CO 


-TAV-OE t % 


P h 


-NHCO-TCV- 


OE t . 


P h-NHCO-T 


D V 


-O E t , Ph-NH 


CO-T 


E V-OE t, Ph 


— N 


H CO-T F V-O E 


t, Ph 


-NHCO-TGV 


-O 


Et, Ph-NHCO 



-THV-OEt. Ph-NHCO-T I V-OE t . 
P h -N H CO-T K V-O E t % Ph-NHCO-T 
MV-OEt. Ph-NHCO-TN V-OE t % Ph 
-NHCO-T PV-OE t , Ph-NHCO-TQV 
-OEt, Ph-NHCO-TRV-OEt, Ph-N 
HCO-TSV-OEt, P h -NH CO-T T V-O 
Et, Ph-NHCO-TVV-OE t , Ph-NHC 
O-TWV-OEt, P h -N H CO-T Y V-O E t 
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• (4) t S X L a ) N3£T-tl=^Jc*7 'J — : A 

c-SCL, Ac-SFL, Ac-SGL, Ac-SH 
L. Ac-SLL, Ac-SSL. Ac-SVL, Ac 
-SYL, Ac-TGL. Ac-TLL, Ac-TTL 
. Ac-TVL 0 b) N^T-b^^. C^lXfiH*: 
Ac-SCL-OEt, Ac-SFL-OEt, A c - 
SGL-OEt, Ac-SHL-OEt, Ac-SLL 
-OEt, Ac-SSL-OEt, Ac-SVL-OE 
t . Ac-SYL-OEt. Ac-TGL-OEt, A 
c-TLL-OEt, Ac-TTL-OEt. A c - T 
VL-OEt, Ac-SLL- OMe, Ac-SLL- 
OiPr. Ac-TTL-OMe, Ac-TTL-Oi 
Pro c) N^7x-Jl/7 S J ±Ul7f.-)[, > C^Z?*) — 
ft: Ph-NHCO-SCL. Ph-NHCO-SFL 
. Ph-NHCO-SGL, Ph-NHCO-SHL, 
Ph-NHCO-SLL. Ph-NHCO-SSL. P 
h-NHCO-SVL, Ph-NHCO-SYL. Ph 
-NHCO-TGL. Ph-NHCO-TLL, Ph- 
NHCO-TTL, Ph-NHCO-TVLo d) N5fc 
7i-;i/7?;*^-Jk C^XXfJH* : Ph-N 
HCO-SCL-OEt, P h-NHCO-S F L-O 
Et, Ph-NHCO-SGL-OEt, Ph-NHC 
O-SHL-OEt. Ph-NHCO-SLL-OEt 
, Ph-NHCO-SSL-OEt, Ph-NHCO- 
SVL-OEt, Ph-NHCO-SYL-OEt, P 
h-NHCO-TGL-OEt, Ph-NHCO-TL 
L-OEt, Ph-NHCO-TTL-OEt, Ph- 
N H CO- T V L-O E t , Ph-NHCO-SLL- 
OMe. P h-NHCO-S L L-O i P r, Ph-N 
HCO-TTL-OMe. P h - N H C O - T T L - O 
i P r a (5) t S X A a ) N*T'-fe*JU, C^^'j — 
: Ac-SDA, A c - S S A . Ac-STA, Ac 
-SVA, Ac-TEA. Ac-TMA e b) N^T-tr 
C^iXfiH* : Ac-SDA-OEt, Ac — 
SSA-OEt. Ac-STA-OEt. Ac-SVA 
-OEt. Ac — TEA — OE t % Ac-TMA-OE 
t e c) N7x-;U7Sy*^-JU, C5fc:7'J— tt: 
Ph-NHCO-SDA, Ph-NHCO-SSA. P 
h-NHCO-STA. Ph-NHCO-SVA, Ph 
— NHCO — TEA. Ph-NHCO-TMA 0 d) N 
^7i37 5;*i^w;k C^lXf^: Ph- 
N H CO-SDA-OE t . Ph-NHCO-SSA- 
OEt. P h - N H CO-S T A-O E t . Ph-NH 
CO-SVA-OEt. Ph-NHCO-TEA-OE 
t. Ph-NHCO-TMA-OE to J1LJ_S1C 
a) N3k7-tr^U, l ) — fa : A c — S D C . Ac 

-SLC, Ac-SMC. Ac-SSC, Ac-STC 
. Ac-SVC. Ac-TDC. Ac-TEC. Ac- 
TGCo b) N^T-tr^^U. C^lXfJK* : A c -S 
DC-OEt. Ac-SLC-OEt, Ac-SMC- 
OEt. Ac-SSC-OEt. Ac-STC-OEt 
„ Ac-SVC-OEt. Ac-TDC-OEt, Ac 
-TEC-OEt, Ac-TGC-OEto c) N3k37 
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iZjl/7 5/*^f-^ C3fc:?^^ft: Ph-NHC 
O-SDC, Ph-NHCO- S^m , Ph-NHCO 
-SMC, Ph-NHCO~SSC, Ph-NHCO- 
STC, Ph-NHCO-SVC, Ph-NHCO-T 
DC, Ph-NHCO-TEC, Ph-NHCO-TG 

Co d) N^7i-;u7sy*j^-Jk cfxxf^ 

ft : Ph-NHCO-SDC~OEt, Ph-NHCO 
-SLC-OEt, Ph-NHCO-SMC-OEt, 
Ph-NHCO-SSC-OEt, Ph-NHCO-S 
TC-OEt, Ph-NHCO-SVC- OEt, Ph 
-NHCO-TDC-OEt, Ph-NHCO-TEC 
-OEt, Ph-NHCO-TGC-OEto (7) t 
S X P A c -S P P, Ac-SPD-OEt, Ph-N 
HCO-SPD, Ph-NHCO-SPD-OEt, J 
8) tSXE Ac-TME, Ac-TME-OEt, P 
h-NHCO-TME, P h-NHCO-TME-OE 
t . (9) t SX F a) N3fcy-tr^;i^ a*-?*)— ft: 

Ac-SHF, A c - S V F , Ac-TCF, Ac-T 
TF, Ac-TYFo b) N 3*7 -fe^U, C^XXf^ 
ft : Ac-SHF-OEt, Ac-SVF-OEt, A 
c-TCF-OEt, Ac-TTF-OEt, Ac-T 
YF-OEto c) N^7^-JU7Sy*^-^, C 
— ft : Ph — NHCO — SHF, Ph-NHCO 
-SVF, Ph-NHCO-TCF, Ph-NHCO- 
TTF, Ph-NHCO-TYF 0 d) N*7x-il,7 
£y C^I^fiH* : Ph-NHCO-S 

HF-OEt, Ph-NHCO-SVF-OEt, Ph 
-N H CO-T C F-OE t % Ph-NHCO-TTF 
-OEt, Ph-NHCO-TYF-OEt 0 (10) 
t SXG A c-SRG, Ac-TRG, Ac-SRG- 
OEt, Ac-TRG-OEt, Ph-NHCO-SR 
G, Ph-NHCO-TRG, Ph-NHCO-SRG 
-OEt, Ph-NHCO-TRG-OEto (11) 
tSXH Ac-SFH. Ac-SNH, Ac-SRH, 
Ac-SFH-OEt, Ac-SNH-OEt, Ac- 
SRH-OEt, Ph-NHCO-SFH, Ph-NH 
CO-SNH, Ph-NHCO-SRH, Ph-NHC 
O-SFH-OEt, Ph-NHCO-SNH-OEt 
, Ph-NHCO-SRH~OEt e JllLXSiLL 
a) N3fc7-tl^n^ C^7U — ft : A c — S G I , Ac 
-SMI, Ac-SPI, A c-S V I , Ac-TDI 
, Ac-TKI, Ac-TNIo b) N3fc7-fe^U, C 
5fcx*^rJUft :Ac-SGI-OEt, Ac-SMI- 
OEt, Ac-SPI-OEt, Ac-SVI-OEt 
, Ac-TDl-OEt, Ac-TKI-OEt, Ac 
-TNI-OEto c) N^7i-;i/7Sy*JU7H-;U 
„ *) — ft : Ph-NHCO-SGl, Ph-NH 

CO-SMI, Ph-NHCO-SPI, Ph-NHC 
O-SVI, Ph-NHCO-TDI, Ph-NHCO 
— T K I , Ph-NHCO-TNIo d) N^7i3 
75; ±)V^~)V^ C^lXfJ^ : Ph-NHCO- 
SGI-OEt, P h-NHCO-SM I -OE t , P 
h-NHCO-S P I -OE t , Ph-NHCO-SV 
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i-OEt, Ph-NHCO- T^^- OEt, P h - 
NHCO-TKI-OEt, Ph-NHCO-TNI- 
O F t „ (1 3) tSXK a) N3fc7-fe^K C ^ ~P 'J 
-||: Ac-SEK, Ac-SGK. Ac-SPK % A 
c-SSK, Ac-TEK. Ac-TIK, Ac-TS 
K. Ac-TTKo b) N3fc7-tr^U, C^XXfiH* 
: Ac-SEK-OEt, Ac-SGK-OEt, Ac 
-SPK-OEt, Ac-SSK-OEt. Ac-TE 
K-OEt. Ac-TIK-OEt, Ac-TSK-O 
Et, Ac-TTK-OEt 0 c) N^7i-^7$y 
±)\,jfs—){,* CJfZy*)— {* : Ph-NHCO-SEK, 
Ph-NHCO-SGK. Ph-NHCO-SPK, P 
h-NHCO-SSK, Ph-NHCO-TEK, Ph 
-NHCO-TIK, Ph-NHCO-TSK, Ph- 
NHCO-TTKo d) N 5fc V x — ;U7 5 J il)^=.)U 
, C3kXJ*7^H*: Ph-NHCO-SEK-OEt, 
Ph-NHCO-SGK-OEt, Ph-NHCO-S 
PK-OEt, Ph-NHCO-SSK-OEt, Ph 
-NHCO-TEK-OEt, Ph-NHCO-TIK 
-OEt. Ph-NHCO-TSK-OEt, Ph-N 
HCO-TTK-OEt e CI 4) t SXM Ac-T V 
M, Ac-TVM-OEt, Ph-NHCO-TVM, 
Ph-NHCO-TVM-OEt. (15) t S X N A 
c-SMN. Ac-SNN. Ac-SSN, Ac-SM 
N-OEt. Ac-SNN-OEt. Ac-SSN-O 
Et, Ph-NHCO-SMN, Ph-NHCO-SN 
N, Ph-NHCO-SSN, Ph-NHCO-SMN 
-OEt, Ph-NHCO-SNN-OEt, Ph-N 
HCO-SSN-OEto C 1 6) t SX P A c - S S 
P % Ac-STP, Ac-TRP. Ac-SSP-OE 
t, Ac-STP-OEt, Ac-TRP-OEt, P 
h-NHCO-SSP, Ph-NHCO-STP, Ph 
-NHCO-TRP, Ph-NHCO-SSP-OEt 
% Ph-NHCO-STP-OEt, Ph-NHCO- 
TRP-OEt. (17) tSXQ Ac-SDQ, Ac 
-SRQ, Ac-TAGK Ac-SDQ-OEt, Ac 
-SRQ-OEt, Ac-TAQ-OEt, Ph-NH 
CO-SDQ, Ph-NHCO-SRQ, Ph-NHC 
O-TAQ, Ph-NHCO-SDQ-OEt, Ph- 
NHCO-SRQ-OEt, Ph-NHCO-TAQ- 
QEt. (18) tSXR Ac-TAR, Ac-TDR 
, Ac~TAR-OEt, Ac-TDR-OEt, Ph 
-NHCO-TAR, P h-NHCO-TDR, Ph- 
NHCO-T AR-OE t . Ph-NHCO-TDR- 
O E t „ (19) tSXS a) N^T-b^^U. C5fc7U 
— # : Ac-SCS, Ac-SQS, Ac-SSS, A 
c-TQS, Ac-TSSo b) N3fc7-tr^JU. C3fcx 
Xf;H*: Ac-SCS-OEt, Ac-SQS-OE 
t, Ac-SSS-OEt, Ac-TOS-OEt, A 
c-TSS-OEt, c) N3S7x^75y*^*- 
JU % C^7'J-»: Ph-NHCO-SCS, Ph-N 
HCO-SQS, Ph-NHCO-SSS, Ph-NH 
CO-TQS. Ph-NHCO-TSSo d) N3^7i 
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-;U7 H J ^yUTfC-JU, C^lxA: Ph-NHC 
O-SCS-OEt, Ph-NH ^O- SQS-OE t 
, Ph-NHCO-SSS-OEt, Ph-NHCO- 
TQS-OE t , Ph-NHCO-TSS-OEt 0 J 
2 O) t SXT A c-TDT, Ac-TDT-OEt, 
Ph-NHCO-TDT, Ph-NHCO-TDT-O 
Ft, (211 tSXW Ac-TAW, Ac-TAW- 
OEt. Ph-NHCO-TAW, Ph-NHCO-T 
AW-OEt. (22) tSXY Ac-SRY. A c - 
TLY, Ac-SRY-OEt, Ac-TLY-OEt 
, Ph-NHCO-SRY, Ph-NHCO-TLY, 
Ph-NHCO-SRY-OEt, Ph-NHCO-T 
L Y — O E t 0 #*Ll>*»W<&1b£1*iLTI*. A 
c-SLV, Ac-SFV, Ac-SI V, Ac-SR 
V. Ac-SVV, Ac-TLV, Ac-SLL. Ac 
-TTL, Ac-SLV-OMe, Ac-SFV-OM 
e. Ac-SI V-OMe, Ac-SRV-OMe, A 
c-SVV-OMe, Ac-TLV-OMe. Ac-S 



L L-OM 


e , A c — T 


T L-OM o , 


A c 


-S L V- 


OE t , A 


c-SFV- 


OEt, A c - 


S I 


V-OEt 


, Ac-S 


RV-OE t 


; a c - s vv 


- O 


Et, Ac 


-TLV- 


OEt, Ac 


-SLL-OE 


t . 


A c-T T 


L-OE t 


, Ph-NH 


CO-S L V. 


P h 


-N H CO 


-SFV, 


Ph-NHC 


O-S I V. P 


h - 


N H CO — 


SRV. P 


h-NHCO 


-S VV, P h 


- N 


H CO-T 


L V, P h 


- N H CO- 


S L L, Ph- 


N H 


CO-T T 


L. Ph- 


N H CO-S 


LV-OMe, 


P h 


-NHCO 


- S F V ~ 


OM e, Ph 


— N H CO-S 


I V 


-OM © „ 


Ph-NH 


CO-S R V 


— OM e, Ph 


- N 


H CO-S 


VV-OM 


e, P h-N 


H C O- T L V 


-OM e . P h 



— NHCO — S L L-OMe, Ph-NHCO-TTL 
-OMe. Ph-NHCO-S L V-OE t % Ph-N 
HCO-SFV-OEt, P h-NHCO-S I V-O 
Et, P h -N H CO-S R V-OE t % Ph-NHC 
O-SVV-OEt, Ph-NHCO-T L V-OE t 
, P h-NHCO-S L L-OE t , Ph-NHCO- 
TJL-OEt, C y h -N H C O-S L V, Cyh- 
NHCO-SFV. C y h-N H CO-S I V. Cyh 
-NHCO-SRV, C y h - N H CO-S V V. Cy 
h-NHCO-TLV, Cyh-NHCO-SLL, C 
y h — NHCO — TT L „ C y h-NHCO-S LV- 
OMo, Cyh-NHCO-SFV-OMe, Cyh- 
N H CO-S I V-OM Cyh-NHCO-SRV 
-OMe, Cy h-NHCO-S VV-OMe, Cyh 
-NHCO-TLV-OMe, Cyh-NHCO-SL 
L— OMe, C y h— NHCO— TT L— OMe. Cy 
h-NHCO-SLV-OEt. Cyh-NHCO-S 
FV-OEt, Cy h-NHCO-S I V-OE t „ C 
y h -N H CO-S R V-O E t , Cyh-NHCO- 
SVV-OEt, Cyh-NHCO-TLV-OEt, 
C y h-NHCO-S L L-OE t „ Cyh-NHCO 
-TTL-OEt. Ph-CO-SLV, Ph-CO- 
SLV-OMe, P h -CO-S L V-O E t , Cyh 
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-CO-SLV. Cyh-CO-«/-OMe, Cy 
h-CO-SLV-OEt/l<fclf^^o iiL. ±IB 
It^CD^aStl-fc^T, Ac-. Ph-CO-, C 
y h-CO~, Ph-NHCO-, feitfCyh-NH 
CO-l*N*Mia)#«i**»LTi3y, *tl?tlTizJ- 

-OE t U&TS-O \ P rl***l**lC*M<D*JU#* 

v;u£rt<* ^JuxxxMb. x^juxxxMMb&«fclM 
4^co- 0- ( c h 2 n h ) -lirs Ka£d>a;u*R— 

*<Js5c**lTt>*Ci:*l*L-Ci3y. - (NMe) X I* 

75; i$tf)T * y ^iMb4 *ITI^ 4 c i: 

4o IK, SS*iJ*©DT ==ygH::oi>TI* (D) X<DfB-5| 

t$i+Z>*zf=? Ktt. JSlTlc«* 4 T4*»(-fel^"C?BK4 
ttr i^ttSfcODBfl^JSSu &*l;£&4LM*ii%<D*a** 

r«ES5fi<DBfl*j > » 1 4#. mimtz ; $f«»st, 

^&1§rj£ib^1fc£I£. 5 2^, 3 4 19 94 

*; fc4tM4. Gregory A. Grant (&) , TSynthetic 
Peptides : A User's Guide J „ W. H. Freeman and C 
ompany tt. ®tt±VGm* tltz^T Kl*. 
<0IK«S<D«* iMHlIJfc 1ST N *fHV 
fzgffl (Uv» 3^6CD«iyi(tL*1 ! TO-C»4Ci:A<"e 

U — MS. FAB-MS, FD-MS) , HPLC, # 
blfl^H-NMR (500MHz) h >U"e*7 o 

0 N3fcffi<D»tt(*0>3** T-fe^HbliDMF (v> 
fil/^A7£K) <K «fc7XK»T*ftl3®r4Ci:(c 4 feo 
T^^ti4o «*©7->iMbR3W*tt. *^K£ 

/S<k JU*K>BMb£ft*N3fett7 5 -'*lctt£•r 

4::i:(::.fcoT»4rt^ fc4lM*7* ^Mb£ 
*7K«ailcJ:-DT»4Ct3&<1»*4. «>MK 
^O^t$ii, DMFlfO«t£?§$I*. ^Vv7t-hib 
£«££i£S^4^£K «fcoT*4::£a<T*£4o * 

r*#4o itiKDoz^Tjismz-oi^Tiz. t&itykmmomm 
®t<&7tztitzzk&ttnb'r%>it'£ito&* rj. Me 

d. Chem. J, 2 8 «. 1 8 741 (1 9 85« 
fc4lW* T!f#|g5F5-2 7 1 2 7 *>fgfE£t<&:£& 

Kft^tttt. 2:I*IE®<Z>;*& (Org. Syn. . 6 7 
«. 6 91, 1 9 88*) ■CB8Lfc7JlftK(*tffl 
l*T, TS>^jS7C^^T;u4r;Hb*r4Av *41M*T 
5 KSP^^7H^>S7c-r4Ci:(cJ:oT»4Ci:3&<T?^ 
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»***r***iwa<b£«)ra\ ttK. £ 

<b7jc*BL «»*5«fc^XJU^7 £ >B«Pi:fl>*1ML 
*/uBK. vd>8, tVj>K. :?v;u8s 

7H3>HL 7Xa^t*>8, -n^>gL -< V-=3^> 
x >x ? it & XS=y *5 U JUSStifcfc if 4>#«K <t S 
^< C<hrt<T'££ 0 III. **W 

te) snffirasn***"*. ctt&0Mb£«M*. mm. 

Hi: fcoTl^£SO*:tf><Z>g^i: Lt^^o tz 

c<D»£*ffcBJ3o*b£»^fc«'tf * 
£*<BflSS<D0m* &B«i£i9§*i* Iff*, 

"Ctefcl*. U-b^*— A«v I P U-b:?* — 

t.a) : La)icPl^^tL^^a)T*ii^L>o is*zzf*— js 2 — 
<D<b^»^»rt»<o»*'-fc<t*ffl*©fce6(=**icta 

? u-b^^— BES#J(0B«f^ffla)ej«(z*5lt *JBifca>fc*> 
u-b:7*--cft*»£, »f£r**f&iy!aMb**i*«te 
auk**. *APfa«iiae«», 

V$Z>o tztzL. C<D»6»J£***ffeEaMb*«l"C;fi 
<DT?tt*l^o Fas, V I P L'-b:?*— Ol&\Z«\zW 

aLTi** t sxxtf-7$ttl)WJiL/t^- 
tLt, transforming growth factor beta receptor 
III, insulin-like growth factor I receptor, growth 
hormone-releasing hormonereceptor, somatostatin re 
cptor 4.CTLA-4 counter-receptor B7-2, prolactin re 
ceptor long form, nerve growth factor receptor ho 
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motog, TGF-beta type II receptd^^bte I et-der i ved 
growth factor receptor beta, somatostatin receptor 
I , somatostatin receptor SSTR3, folate receptor t 
ype gamma, parathyroid hormone related peptide rec 
eptor, fibroblast growth factorreceptor 1 , epiderm 
a I growth factor receptor HER4. nerve growth facto 
r receptor £> ■£> LMitransforming protein mas£fclf 

mLm%o ft£ • 7bJrf-l:HaLtl^SXXt 
?-7&^-?Z>m&mis'tezf* — t LT, Fas. luteini 
zing hormone-chor iogonadotropi n receptror I.T-cel 
I surface glycoprotein CD2, CTLA-4 counter-recepto 
r B7-2. interleukin-5 receptor, G protein-coupled r 
eceptor BLR, leukocyte surface glycoprotein CD16, 
vasoactive intestinal peptide receptor, antigen CD 
97, eel I adhesion receptor CD36, IgG Fc receptor II 
a, bradykinin B2 receptor I Mihistamine H2 rece 
ptor ££>l-f £C<ta<T*£&«> C tihO U-fe — 

t SXXtf-7^1-«Ibt^-i:LT, fi 
bronectin receptor alpha chain, insulin-like growt 
h factor I receptor, antigen CD97, cell adhesion re 
ceptor CD36, G-CSF receptor D7 IMiu-plasminog 
en activator receptor form 2 %> Z t tfV £ <?>«> 

ffefcifceKBIiaLTl** t sxx^f-p^t^iite 
$gls-\z'J$—t LX % trnsforming growth factor beta 
receptor 1 1 1, prostaglandin E receptor subtype EP 
3C. prostanoid IP receptor, prost iglandin E recepto 
r subtype EP1. G protein-coupled receptor BLR, ner 
ve growth factor receptor homo I og. TGF-beta typr I 
I receptor, cell surface glycoprotein CDI Ic, secret 
ory phosphol ipase A2 receptorbradykinin B2 recept 
or £>£lMihistamine H2 receptor £&lf €> C t j£j<"C 

H9R(=|liiLri^« t S XXtf- 7**r*IBJft«U 
-\zZf$ — tLT* transforming growth factor beta r 
eceptor 1 1 1, natr iuret ic peptide receptor C, prosta 
glandin E receptor subtype EP3C, prostanoid IP rec 
eptor. cannabinoid receptor CB2, natr iuret ic peptid 
e receptor A .adrenergic receptor alpha 1A, vasoac 
tive intestinal peptide receptor, TGF-beta type I 
I receptor, eel I adhesion receptor C036. nicotinic 
acetylcholine receptor beta-2 chain, pi ate I et-der i 
ved growth factor receptor beta, beta-2-adrenergic 



ISTA's Paterra(tm), Version 1 .5 (There may be errors in the above translation ISTA cannot 

be held liable for any detrirnent fromits use. WWW: http://ww.intlscience.com Tel: 800-430-5727) 



JP 97011091S Machine Translation 

receptor, endothel in receptor .^Btype, gl ucagon- 
like peptide-1 receptor, endothemi receptor B, ant 
idiuretic hormone receptor, beta-1-adrenergic rece 
optor. serotonin receptor 5HT-2. serotonin receptor 

5HT-1C. serotonin 5-HT2B receptor protein, 
l£alpha-2B-adrenergic receptor If h ZLtfX^'b 

tLX. glutamate receptor 6 kainate-pref erring r 
eceptor .oxytocin receptor, insu I in- 1 ike growth fa 
ctor I receptor, protein-tyros ine kinase sky, somat 
ostatin receptor 4, somatostat i n receptor l,somato 
statin receptor SSTR3, g I utamate receptor GluRl.me 
tabotropic glutamate receptor 5 B, metabotropic gl 
utamate 5 A, 6 protein-coupled receptor 6PR1,musca 
rinic acetylcholine receptor M3, thyropin-releasin 
g hormone receptor, nerve growth factor receptor I 
ow affinity, VIP receptor, serotoni n receptor 5HT-2 
.serotonin receptor 5HT-1C, NMDA receptor chain 1 
, NMDA receptor modulatory chain hNR2A, cort icotrop 
in-releasing hormone receptor, & £>L * lime I anocorti 
n receptor 4 £felf £ C t A<Tr£ £ e Cft £(D U-fe 

f$.ty&mmL'&z>o #**i::HiiLTi** tsxxt 

^ — P**-r-6*HJftKU-b^* — t Lt, calcitonin r 
eceptor, parathyroid hormone related peptide recep 
torfc-SlMiinsul in-l ike growth factor I receptor 

5S^3&:*ttt*Ji:tt^*t3li-CBaS«*»t LtjS4f^) 
Ci^t^o C<DEK3|iajlE«l*. «PWIC. fc^lM* 

«P«*JfflKHLTI*, »KL*Ht£tt (Stt*#) £ 
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L< \**f>*Rft\t$;\z. t L<l2C;rL*£#frC<t>j:<. 

, m7L\*. pH7. 4o±m&m7k0&oum¥tti\zw 

(bo I us) ^JftfCcfc y „ §ffl))S^ 
^JStUS^i: LTt h^%W(w^#'T'&li^. 1 0<Z> 

fc^im. jB%©ett<ofiKKi=«fey<E^b'r 

*K«If3ttJBa<0E»f3j:yaSS4x*. m& 

LX, IBSfcy, »0. OO img/kg (t htf>t*fi) 
^6«2 0mg/kg8S. #£L<te, IBSfcy* O. 
O O 5mg/kg^£>&) 1 Omg/kgHg-Cfflt^ti€>(DA<— 

H^^H3 9~44fccfctf84~8 B^6«6^4J:5l: 

NHCO-SLV-OEtt L . JSIBJISlwT *° h 

--•>*SBare£*U* F a sCDRC R ST*- 

-AW I P U-tr^-T-fc&if^ ^§(DV I P£* 
3fclB<J!Mt6*U ^j^Ph-NHCO-SLV-OEt 
<t£#ffiL. V I POisf+frtmnttilMZ. V I P 
b-tr^-(DRC R^ig*<v^;U(&g^(C^TL^ 

U-tr^£ — £ I L-8 U-t:^*— <Bi#£*tfy£: 
. Z b^RCR^l§tA<^<DU-b^^— <Dv^-fiKC>^L 
B Lx-tr -<D C*«0>«*B**«fr £:*&KifcL>-CS 

S T- lift <tt m&m u-te — G> 3"? J- jUfiSlz 
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, b-tz^-^Fa st'fc|)i|^^ s^PTP-B 
ASCD^SEflSr^C^lZ^y^JEfzHILT Fas 

F a sfr*<D~><fi-)\,&ZO&?\zmRi'r ; b'?5 : &l*1S<n 

%L&$k&<T>mm\zt£Z>Z\ ttfWWZIXXteV (Nagata.S 

and P. Gol stein (1995), "The Fas death factor". Sci 
ence (Wash. DC) . 267 : 1 449-1 456) , J:oT, ±IE0)}j&I* 

rcHLTtt«54a)S«S«3 1 . 38. 39. 40. 84 
\Z7fz-?£?lZ s FasO)C^^f KSLV0gii* 

. 3git«|4 lfeJ:tf44^6VI P U-tr:7£— (DC;fc3£ 

to^^^Pis-r^ctfCcky. v i pafMncHLx 

V I P Uir^^— frt&i'tf-t'JI'&filzmHi'f&Cttf 
T*£&o V I P<D7 T >^ * h^l^/J^fl&ffifi^CDit® 
£#P#|-r&C£ V I PUt^-^btDv^H 

. *g£<DB«i::iiv i p \s J £Z?$-<r>c-£m'<zfr Ks 
9Uz*,mtb*tiz>zkfrt>. isv-rfrtemtommz&z 

•b^*— *J«fci; I L-8 U-b:?*— <7>*#^. Zti*k % 
PJ3rt<*»*£-r5 U-b:?* — I*, itellbt^ AS£ 

shew *&pj * &LTG>mmm\z j: o x mm\z -? z> 
&s *%m*zti*<Dmmm\z&r>Ti*imm&£*i : & : L 

> (S L V) (PUllE Fmo c - L-/<U X&O 
l^:Wangby> (4 00mg, 0. 2S'^M1^) 

+ v*;U7H-;ua6) SJK«HLfcfc* Fmoc-L-D 
^fy> (0. 5M;g;£) k<Di3 V Zf *J *s<f &fc&mn± 
T-fTOfco FmocIMMl*2 0%e^'Jv> (D 
MFM) ±vZf<J>?&mitD I C (y^fV 

tf;U# JU^v-f 5 K) ^bl/CHBTu (o-'O 
^/hUT^-l-^^-N, N, N' , N* — "T" h* 

^ffl^Ttrofco £ «b^. D^v>0N»Fmo c 
g£^4§Kfla«lILfc&. Fmo c -O- t -^^^U- 
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Lfc&. T F A < h'J 7^*n»») TjaitSCii: 

«4f:ffiotS»L, 3 2. lmg<DL— fe'j;u-L-P 
^v;U-L-/<»J> (SLV) £4#tc D FAB-MS 
(m/z) :318(MH + )o ^-NMR (5, C 
D 3 OD) :0. 95 ( 1 2 H. m) , 1 . 66 (3H, 
m) „ 2. 16 (1H, m) , 3. 85 (1 H, m) „ 

3. 94 (2H, m) , 4. 27 (1H, d. J = 6. 
1Hz), 4. 52 (1H, dd, J =9. 8. 4. 9 
Hz) o gffi&2 N-7^-L-i?'j )V- L-P 

dLSdkzLL—tliLk. (ac-slv) <pmm mmm 1 

tf*\mz\Na n g Uv> OOmg) £flH>E*B±T* £ fifc 
Lfc^^^ K^N^^I^<i^r^) Fmo cS^tf^'J *J 

>X'M&mLtz&. 3 0%^7XI^K (dmfM) -c«s 
fc 0 TFAffliwy, Rt«i tB*r=«i«i±«)K* 

at Uv>3&^6<DWy*LSfil^ 3. 7mg(DN-T-tr 

=?)\,- L— tr<J;U- L-D-f VJI L -/*»J> (Ac- 

SLV) FAB-MS (m/z) : 3 6 0 ( 

MHO o 1H-NMR (6. CD3OD) : O. 95 

(12H. m) , 1. 65 (3H, m)> 1. 99 (3 
H. s) , 2. 15 (1H, m) . 3. 76 (2H. m 
) , 4. 2 9 ( 1 H. d, J = 6. 1Hz). 4. 44 

(1H. t. J = 6. 1 H z) „ 4. 48 (1H, dd 
, j = 4. 9, 10. 4Hz) „ IMl 
sQl,- L-^U^-L-P^v;U- L-/<'J> CP h- 
CO-S L V) (Piflffl ^Ht^CWangUv 

> (4 oomg) zmi*mtt±-z'a>f&Ltz<<JTF<z>N3i 

iCTFAT^lt^CiC^y, 32. 2mg<DN-^> 

*/>nu- L--b g;u- L-P*< v;u- L-/<U > (P h 

-CO-SLV) FAB-MS (m/z) : 

4 22 (MHO o 1H-NMR ( 6 % CD3OD) : 
0. 95 (12H, m), 1. 6 5 (2H, m). 1. 
75 (1H, m), 2. 16 (1H, m) , 3. 90( 
2H, m) , 4. 29 (1H. d, J = 5. 5Hz) „ 

4. 52 (1H. dd, J=4. 9, 9. 8Hz) . 4 
. 68 (1 H, t, J = 6. 1Hz). 7. 46 (2H 
, m) „ 7. 53 (1H, m) . 7. 87 (2H. d, 
J = 7. 3Hz) oUfflA N-^P^*vM,;*)JU 
t£=L)V- L--t?U JU- L - v-JU- L -/<vU > (C v 

h-co-s l v) <pflag mmw3<D&B>&m<»itt> 

iZt>yZr*)>?5Lfc&'i?^tz&. TFAM^l\ 2 
6. 4mg(Z)N- v£ P'v + S'JUAJM*— )l>- L — fe 'J 
- L-P^V^-L-/^j> (Cyh-CO-SLV) 
£^3tco FAB-MS (m/z ) : 4 2 8 (MH*) p 
1 H — N M R (6 , CD3OD) : 0. 9 4 (1 2 H, 
m) % 1. 28 (3H. m) , 1. 41 (2H, m) , 
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1. 6 6 (4 H, m) 1 . 78 ( m) , 2 . 15 
(1H. m) % 2. 2 4 (1H. i^K 3 . 7 3 (2H 

, m), 4. 29 (1H, d, J =5. 5Hz), 4. 
4 4 (2 H. m) . mmms N-7i^7^^ 

7t-;-;i- l-^u — l- p^ v^u-l-/<'J> CP h 

— N H CO-S L V) QMM KJE«2£H«fZWa n 
gUv> (4 0 0mg) £ffll*[l3$8-t"e n fifc Lfc^^^ K 
*J»7XR»»a<Oftt>y(c, 7i-M VvTJ — K ( 
2M<DDMF*a> T-&mLtz&* TFAt««±«K 
SSi: Uv>^&<D«jyKtL*frLV 51. 2mg<7)N- 
7 x _;u7 5 / * jutR=ji/- L --tr'j;u- l-p>< v;u 

— L -AU > (Ph-NHCO-SLV) *fifco F 
AB-MS (m/z) : 4 3 7 (MH + ) . 1 H — N M 
R (5 , C D 3 0 D) : O. 95 (1ZH, m) , 1. 6 
9 (3H, m) , 2. 17 (1H, m) , 3. 74 (1 
H. dd, J = 10. 4. 6. 1Hz). 3. 86 (1 
H, dd, J = 10. 4, 4. 9Hz), 4. 29 (1 
h! d, J = 5. 5 H z) , 4. 40 (1H. dd. J 
= 6. 1. 4. 9Hz) , 4. 50 ( 1 H , dd, J = 
9. 8, 4. 9Hz) , 6. 97 (1H, m) , 7 . 2 

4 (2H, m). 7. 35 (2H, d, J = 8. 5Hz 

L--t?UJU- L-D^yJl- L-A^ ( C v h — N H 

— hCDft^U Civ-? P'v^vJU-f Vv7i h (2M<7> 

DMFil^) SJBIV 3 8. 2mg0N-y^P^+v^ 
75 / ;b/U7t^U- L — "tr 'J M>- L -P-Y iWU- L -/< 
•J> (Cyh-NHCO-SLV) £'l&tz<> FAB- 
MS (m/z) : 4 4 3 (MHO . 1 H — N M R ( <5 
, C D 3 OD) :0. 95 (12H, m) , 1. 17(3 
H. m) % 1. 34 (3H, m) , 1. 60 (2H, m 
) 1. 71 (3H, m) » 1. 85 (2H, m) , 2. 
16 (1H. m) , 3. 47 (1H. m) , 3. 66 ( 
1H, m), 3. 78 (1H, dd, J = 1 O. 4. 5 

. 5Hz) , 4. 2 9 (2 H. m) « 4. 4 8 ( 1 H, 

m) d gi«H*7 N-r-tr^/u- l — fe'J ;u-L-p-f 
e ) co mm mmm2T*&tzN-7<t*)i>- L--try ;u 

-L-P^y^-L-A'JXAc-SLV) 14. 9 
X— T^mtA) ^It-SCtCcfcy 6. 4mg<DN-7 

l --tr u l -D-r vju- l -/< y 

XX-r^ (Ac-SLV-OMe) £»fco FD-M 

5 (m/z) : 3 7 3 (M*) 0 1 H — N M R ( <S . C 
DCI3) :0. 92 (12H. m). 1. 56 (1H, 
m) , 1. 70 (2H. m) „ 2. 03 (3H. s) . 

2. 15 (1H, m) , 3. 63 (2H, m) , 3. 7 
4 (3H, s) . 4. 04 (1H, br d, J=11 
. 0Hz), 4. 41 ( 1 H. m) . 4. 54 (2H, 
m) , 6. 48 (1H, d, J = 6. 7Hz) , 6. 6 
9 (1H . d. J = 8. 5Hz) , 6. 77 (1H. d 
, J = 7. 3Hz) olffifll N-7x~;U7 
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•fei;;i/-L-a-< ->ju-l-/<";:> (Ph-NHCO- 
SLV) 15. 3«g**IS«7i:n«K$?7 % -/**>"e 
^AgL, 8. 2 mgCD N - ? x z;i,7 5 / ft ;U7fC - JU- L 

Ph-NHCO-S LV-OMe) &'&tzo FAB- 
MS (m^z) : 451 (M H ♦) 0 1H-NMR {6 
s CDC I 3) :0. 90 (12H, m) . 1. 69 (3 
H. m) . 2. 14 (1H, m) % 3. 65 (1H, m 
) % 3. 72 (3H, s) , 4. 02 ( 1 H, dd, J 
= 7. 3, 3. 1Hz) , 4. 54 (3H, m) , 6. 
15 (1 H. d, J=7. 3Hz) , 7. 04 (1H, 
t. J = 7. 3Hz), 7. 20 (2H, t, J = 7. 
9Hz) , 7. 3 0 ( 2 H, over lapped) « 
mtfoMB N--><7 P^^->JUT s J ±>JU7t-C ~ JU- L - 
-b L — □ W VJU- L -A 'J >y^JUZ7TJU (C 

v h-NHCO-S L V — Q M e ) (PUSM 6 "C 

-L-P-f ->^-L-/<"J> (Cyh-NHCO-SL 
V) 1 5mgSS8tt«7tH«tv7^*>l?fflIL, 

4. 8 mgtf) n — *> ^ p^^vjut 5 y fcjUTS— ;u- L - 
•tu;u- l-p-T ~>;u- l ^jux* -7- (c 

y h-NHCO-S LV-OMe) £»fco FD-M 
S (m/z) : 4 5 7 (MHO o 1 H — N M R ( 6 % 
CDCI 3 ) :0. 91 (12H, m), 1. 12 (3H 
. m) , 1 . 34 (2H, m) , 1. 5-1. 7 (6H 
) % 1.90(2H. m) % 2. 15 (1H, m) , 3 
. 51 ( 1 H, m) , 3. 6 3 ( 1 H, dd, J = 1 1 
. 0. 6. 1Hz) , 3. 73 (3H, s) , 4. 01 
( 1 H, dd, J = 1 1 . O, 3. 7 H z ) , 4. 44 
(2H, m) , 4. 53 (1H, dd. J =8. 9, 5 
. 2Hz), 5. 55 (1H. b r) . 7. 05 (1H 

. d, j = 9. i h z ) o mmm 1 o n- f4->^ 

JU-2 (S) ~ (N-T-frrPJU- L-i?'J;U) 75^- 
KVh-1-^M,1 - L-/<'J I^^JUXXtJU (AC 
-S L — jIj — (CH ? NH) - V-OMe) N- 
Tiz^^-O- t -^iU-L-irU > (21 Omg) <h 
N- [4 ^;U- 2 (S) -75;-'<>h-1-^ 

;u] - l >> f ;nxf ju (3 40mg) 

(1. Oml) lz?g8?Lfc&. 1-t Kp + v^I/ 
X h 'J7 7-il • 1 TKfPfe ( 1 4 Omg) t vv^D^^r 
v;U*;u?K^-f 5 K (2 1 Omg) £SIsanL. £JE;££^ 
fflTM 7RIH«#Lfc. ^»«*aafi-ei»*Lfc*, > 
•J*y;U^P-7 h^77^- -eWSL. 18 1mg<DN- 
[4-/^^-2 (S) - (N-T-b^^-O- t 

L --fe 'J JU) 75^-^>h-1-^;H — L — 

_tiB£f£«Dl 8 1mg£9 5%T F A jUi&T? 8 B*f RU$&?1 L 
tz&. ■8fflW^P7hy77^-'C«SL, 6 9mg 

con- [4-*5^u-2 (s) - (N-r-tr^;u- L- 
-tz U AO 7i/-^>h-1-^H - L -A 'J ^ 
;UxXf;U: (Ac-SL-^- (CH 2 NH) -V-O 
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Me) Z'&tZo FD-MS (m^^ : 3 60 (MH 
♦) ■ 'H-NMR (d, CD : ° • 91 ( 1 

2H, m) . 1. 28 (1H, m) . 1. 37 (1H, 
m ) , 1. 61 (1H, m) , 1. 95 ( 1 H, m) . 
2. 02 (3H. s) . 2. 37 (1H, dd. J = 1 
1, 6, 7. 9Hz) , 2. 67 (1H, dd, J = 1 
1 . 6. 4. 3Hz). 2. 81 (1 H, b r ) . 3. 

01 (1H, d, J = 5. 5Hz) , 3. 54 (1 H, 
dd. J = 1 1. 6. 7. 3 H z ) . 3. 72 (3 H. 
s) . 3. 94 (1H, dd, J=11. 6, 4. 3H 
z) , 4. 10 (1H, m) . 4. 48 (1H. m) , 
6. 50 ( 1 H, d, J =9. 2). 6. 63 (1H, 
d, J = 6. 7H2) C IM11 N~ T4-^^;U 
-2 (S) - L --tr U JU) 7 £ y 

V h- — 1 — W JL/1 - L-AU ^ (Ac -SL-!/>- (C 
i± 2 NH) -V) CDifiil 10mg(DN- [4-;*^M/- 

2 (s) - (N-T-tr^JU- L--tr M;u) rs/-^> 

h-1--OU] - L-/<*) f JUXfil/^ 1 . Om 
\ <J>* $ J —JlsizOUfR L 4^<B7KgHb';^A 

7X5B;*a (o. 5mi) £&anL. T;nf>HHmT\ ^ 

;£T*1 2f$fc i l«#Lfco &Jfc;fc£**QLfcSU -Y^>5c 
ft{7D7h^77-f-l:^otSWi:t^N- [4 
^JU-2 (S) - (N-7-bf;i/-L-b';^) 75/ 
-"<> h- 1 --f Jl#] - L-^'J > (Ac-SL-0- 
(CH 2 NH) -V) £5. 4mgf|f; e FD-MS ( 
m/z) : 3 4 6 (MH*) «> 1 H — N M R (5. CD 
3 OD) : 0. 92 (3H, d. J =6. 7 H z) . O. 
95 (3H, d. J = 6. 7 H z) . 1. 04 (3H. 
d, J = 6. 7Hz). 1. 10 (3H. d, J = 6. 
7 H z) . 1. 3 3 (1H, m). 1. 54 (1H, m 
). 1. 70 (1H. m), 2. 01 (3H, s), 2 
. 2 2 ( 1 H, m) . 2. 9 5 ( 1 H. b r d d, J 
= 12. 8, 9. 8Hz) , 3. 20 (1H, br d 
. J = 1 2. 8Hz), 3. 38 (1H, br). 3. 
75 ( 1 H, dd, J = 10. 4, 5. 5Hz) , 3. 
82 (1H, dd. J = 1 0. 4, 4. 8Hz) , 4. 
27 (1H, m) , 4. 32C1H, m)o ggffiffl 1 2 

V (Ac- (D) S L V) <P!HS3 ^lilOFmoc 
-O- t -^^;U- L~-tr M XDftfry Fmoc- 
O- t - ^^^U- D~-tT »J >£BH\ Wa n g Uv> ( 

4 00mg) ±V<Zf^ K££l£Lfc&, ^&0U £153 
^f^^S-T^C tl^cto-C 1 5. 4mg(DN-7W 
-D--fe l ))l>- L-D>f vVU- L-/<"J > (Ac- (D 
) SLV) £*#fco FAB-MS (m/z) : 360 

(M H + ) o 1H-NMR (S. CD 3 OD) : O. 9 

5 (12H, m) % 1. 62 (2H, m) . 1. 68 ( 
1H. m), 2. OO (3H, s) . 2. 16 (1H, 
m) , 3. 76 (2H. m) . 4. 29 ( 1 H, d, J 
= 5. 5Hz). 4. 40 (1H, t, J =5. 5Hz 
) „ 4. 47 (1H. dd. J = 9. 2, 5. 5Hz) 

o 1 3 N-7^-N-yyjl/-L-b'J Ik 

-L-P^ yjl- L-A'Jl/ (Ac- (NMe) SLV 
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JU- L--fe 'j >£EH\ W a n g U v> > (400mg) 

, *l«fc><7 v^S*** L, 7Km5?Hm'F2. 58$ 

-L-tz'JJl/-L-D-fv^-L-/^J> (Ac- (N 
Me) SLV) $0. 68mg#f; 0 FAB-MS ( 
m/z) : 3 7 4 (M H *) a 1 H — N M R < <5 , CD 
3 OD) :0. 95 (12H, m) . 1. 63 (3H, m 
) . 2 . 15 (3H, s),2. 18 (1H, m) , 2 
. 65 (3H, s),3. 88 (1H, m) , 3. 97 
(1H, m) , 4. 27 (1H. m) , 4. 45 (1H 
. m) , 4. 6 0 ( 1 H. m) . 1 4 N-7t 

^Jl — L --fr U >\s- L — f H >U- L -AU ^ (Ac 
-REV) (Dififfl Slt^1©Fmoc-L-P-fy> 
OfttbUf^ Fmoc-L-^l/^>i^ffll\ Wa 
ngUv> (400mg) ±T"< K££/S Lfc&, 
5IJ6«2i:H«l-«iS-r*e:i:l3«feoT5 5. 1 m g CD 

> (Ac-SEV) £*#fc 0 FAB-MS (m/ z ) 
: 3 7 6 (MHO 0 1 H — N M R ( <5 , CD3OD) 
:0. 97 (6 H, m) , 1. 93 ( 1 H, m) * 2. 

01 (3H. s) % 2. 16 (2H, m) , 2. 43 ( 

2 H, m) , 3. 74 (1H. d d. J = 1 1 . O. 5 
. 5 H z) , 3. 80 ( 1 H, dd, J = 1 1 . 0, 5 
. 5Hz) , 4. 2 9 (1 H. d. J = 5. 5Hz) , 
4. 42 (1H, t, J = 5. 5Hz), 4. 49 (1 
H, dd. J = 8. 1. 4. 4 H z ) o SMM 1 5 _N 

- L -i? U JU- L - »J v?JU- L -/< U > (A 

0 — S K V ) CDSHit UMlOFmo c-L-P-f V 
>(Dftt)y(w, Fmo c - L- V Wa n g 
Uv> (400mg) ±T*U? K££f£L*:&, 

^0 2 ^^^l^^^r^C^lwcfcoTe 3. 6mg<7)N- 
L— tr U/u- L-U vJU- L-/*'J > (Ac 
-SKV) $^fco FAB-MS (m/z) : 375 
(MH + ) o 1 H — N M R (<5, CD3OD) : O. 9 
6 (6H, br d. J = 6. 7Hz) , 1. 49 (2 
H. m) , 1. 68 (3H. m) , 1. 93 (1H. m 
) , 2. 00 (3H, s) , 2. 17 (1H, m) , 2 
. 92 (2H. br t, J = 7Hz), 3. 77 (2 
H, m), 4. 30 (1H, br d, J=6Hz) , 
4. 36 (1H, br t, J = 7 H z) , 4. 49 ( 

1 H, br dd. J = 9, 5Hz) 0 IMii J± 
-7*?^JU- L -i?U;U- L-37x- JU7^-JU- L - 
A'J V (A c-S F V) (Dm® ^CTKDFmoc- 
L-D-f *»6>ft*?Uic. Fmoc-L-7i-il/77 

— W a n g U v > (400mg) _tT^^^ 
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FAB-MS (m/z) : 3 9 4 o * H — N 

MR (5. CD 3 OD) : O. 95 (6H, m) , 1 - 9 
6 (3H, m), 2. 14 (1H, m) , 2. 93 (1 

H, m) , 3. 19 (1H, m) , 3. 68 (2H, d 
J = 6. 1Hz),4- 2 8 (1 H. m) , 4. 39 

( 1 H . m) , 4 . 71 (1H. m) . 7 . 24 (5H 

»i]1(0Fmoc-L-O^'»^ftt) l J^, Fmoc 
-L--f VP-fv>^it\ Wa n g Uv> (400m 
g ) ±t:"<7? K££fi£Lf::ife, H^l2<t(^«(C^S 
T&C^IC^oT 1 6. 9mg0N-7-bf^-L-t 
,^ u _ L -^VP^vJl/-L-/^;> (Ac-S I V) 
&mtzo FAB-MS (m/z) : 3 6 0 (M H ♦) „ 
1 H — N M R (6. CD3OD) : 0. 9 5 (12H, 
m) , 1. 19 (1H. m) , 1. 54 ( 1 H. m) . 

I. 89 (1H, m) , 2. OO (3H, s) . 2. 1 
5 (1H. m) , 3. 74 (2H, m) , 4. 29 (1 
H. d, J = 6. 1Hz), 4. 34 ( 1 H, d, J = 
7. 3 H z) , 4. 47(1H, m)o gffiffl 1 8 J± 

1 -4?iJJU- L-/<iJJU-L-/<'J> (A 
r - S VV) (PUIS? iH0i|1(DFmo c-L-P-Y V 
XDft^y Fmoc- L-/<U >££H\ Wang 
Uv> (400mg) ±T*^^^ K^^fiKLtc^, ^16 
^ij2<b^l^^S-r^wi:fZj:or3 9. Omg(DN- 
7 ^^ ;u _- L _-b ij^- L-/^g;U- L-A'J > (Ac 
-SVV) ^^tco FAB-MS (m/z) : 346 
(MH + ) o 'H-NMR (5, CD3OD) 0. 97 
(1 2H. m) . 2. 01 (3H. s) . 2. 14(2 
H. m). 3. 74 (1H, dd, J =1 1 . O, 6. 
1 H z) , 3. 76 (1H, dd, J = 1 1. O. 5. 
5 H z) , 4. 30 (2H, m), 4. 48 (1H, t 
, J = 6. 1 Hz) , gffiffl 1 9 N-7-fcT;i- L- 
^^"Jl-L-P^ yJU -L-/N*'J> (Ac-TLV 
) (PUIS! Sgfi&m 1 CD Fmo c - O- t - L - 

•fe.U X&ftJfc y Fmo c-O- t -^/U-L-X 
Wang Uv> (4 0 Omg) ±t'^ 
^K££l£L*i&. ^IS^2i:p]«^^S-r^C < t(C 
«fcoT14. 8mg0N-7tf^-L-XUt-^- 
L-D-fv;U- L-/<U > (Ac-TLV) &'&tz 0 
FAB-MS (m/z) : 3 7 4 (MHO 0 'H-N 
MR (6\ CD3OD) : 0. 92 (3H, d. J = 6. 
7 H z) , 0. 96 (9H, m), 1. 17 (3H. d 
J = 6. 7 H z ) % 1. 61 (2H, m), 1. 71 
(1H. m) , 2. 03 (3H. s), 2. 16 (1H 
, m) , 4. 10 (1H, m) . 4. 28 (1H, d, 
J = 5. 5Hz), 4. 35 (1H. d. J =4. 9H 
z) . 4. 52 (1H. dd. J=9. 5, 5. 8Hz 
) o £MM 2 O N-T-fe^Jl,- L--tz'J ;U-L-P^f 
^JL-L-^VD^V^ (A r.-S L l) (Plfli* ^J&fc 
m 1 0) Fmo c - L -A U XD^L^Wa n g UvXD 
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g Uv> (1 80mg) ^m^xS^Lx^ZfJ- K£ o 

fS^^ofcft, se««2i:gi«(-«aar*ci:icj:o-c 

3. 6mgO)N-7tf;i/-L- fe U iU- L - P 
-L-^VP-f*» (Ac-SL !) ^^fco FAB 
-MS (m/z) : 3 7 4 (M H *) o 1 H — N M R ( 
S . C D 3 0 D) : 0. 91 (12H, m) , 1. 21 ( 
1H, m) , 1. 51 (1H, m) , 1. 62 (2H, 
m) , 1- 72 (1H. m) , 1. 87 (1H. m) , 
2. 00 (3H. s) . 3. 75 (2H, m) 4. 31 
(1Hi d> j = 5. 5Hz) , 4. 45 (2H. m) 

q ggflRfri 2 i n--p^^ju- l-7;u^^;u- L-7 

X/^^-J^- L -^7Jl5 g Jl- L V P W y/JU- L 

— JU^t 5 L— t? 'J JU- L -a 4 L 

V (Ac-RNEIQSI V) fcJ:tfN-T-tg^U-L 
-V JL* 1= -Jl- L --t? 'J JL- L - P is)l>- L -/< 'J 

V (Ac-QS LV) COiSSjf S£ffi«2 tmmzLT. 
N — 7 *tr — L — t;u^t— ;u- L-7X/b^-^- 

— L — "t? U L - P-f VJU- L-/< l J > (Ac-RN 
E1QSLV) fccfctfN-Tir^U- L-^U^ £ — 

— L-ir'J^U- L— P-f L— /<V > (Ac-QS 
LV) ^Ul^Ltcp A c-RNE 1 QS L V I o n s p 
ray-MS (mX z ) : 1 000. 1 (MH+) , Ac. 
-QS L V lonspray— MS (01/ z ) : 4 8 7 

5 (MO o 1H-NMR (<S, CD3OD) : 0. 
96 (1 2 H. m). 1. 65 (5H, m), 1. 99 
(3H, s) „ 2. 16 (1H, m) , 2. 31 (2H 
m) , 3. 76 (1H, m) . 3. 83 (1H, m) 
, 4. 30 (2H, m) 4. 42 ( 1 H, m) . 4 . 4 

9 (1 H , m) olMll N-7tf;^~L-t'; 

Jl- L-PW v>JU- L.-/<U ^I^;U IXtJI (A c - 
S LV-OE t ) Oil L-P-f ~>;U- L-A'J >X 
^JUX*-r;U (1. 82g) tN-t-^h^>-0- 
'OvJU- L - -tz 'J > (2. 09g) $■ D M F (30m 
I) l=**U tKP + v^>Xh'J7^- 1*» 
^ (HOB t „ O. 96g) CD?f£T\ N-X^JU-N 

(EDC-HCL 1. 40g) ^^JiLt8 5# 
FA (6m I ) £7K (0. 3m I ) (D^'af&lZ^UM L „ 

;s^L. o-'Ovju- l— tr'j;u- L-p-f ->;u- l 

-A 'J >lfJHXf^ (3. 0 8g) £*#fco 

>If jUXf ^ (0. 3g) ^v^OP^XCH 
2 CI 2 , 2ml) fc»#U &7XifSfc (80/i I ) t h 
ij if;n 5 > (120/i I ) *JD** ^;£T* 1 8 B^TbI 

sfss-a-fco si^jftic7X*»DK.^pp*^A-caasLfc 
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^ — I^Tft^^^LV N -<<> vJU- L 

-iz u ju- L-P-f vJU- L — U >IfiU^f/l ( 
0. 33g) «»fc. ^blw, N-T-tr^^U-O-^ 

> v;u- l — -tr 'J M/- L -P"f vJU- L -/< »J >x^;u 
xx-tju (o. 3 3 g) ;u domi) i^?S 

;U- L-D-fvJl/-L-/^J>ifJHXf^ (A c- 
SLV-OEt) ^2 1 5mgff; 0 FAB-MS ( 
m/z) : 3 8 8 (MHO • 1 H — N M R (6. CD 
Cl 3 ) :0. 88-0. 96 ( 1 2 H, m). 1. 28 
(3H. t, J = 7. 3Hz). 1. 5 5- 1. 7 5 ( 
3H. m) , 2. 03 (3H. s). 2. 15 (1H, 
m). 3. 61 (1H, m), 3. 92 ( 1 H. br) 
„ 4. OO (1H, m) „ 4. 20 (2H. m) „ 4. 
47 (1H. m) „ 4. 53 ( 1 H, m) , 4. 59 ( 
1 H, m), 6. 61 (1H. d, J =7. 4Hz) . 
6. 86 ( 1 H, d, J = 8. 6 H z) , 7. 06 (1 
H, d, J = 7. 9 H z ) , 2 3 N-7x^ 

?s; ^;utK^ju- l-4? 'J jl- l-p^->;u-l-/* 

U VXfJi/XXTJl/ (Ph-NHC O-SLV-OEt 
) (PUa& Stt«2 2"C#&*lfcO-^>V^-L— b 

L - P-f vil/- L -/N'U >xf Jl/XXf (0. 
5 g) £DMF (5ml) ICjg&L. 7i-MV">7 
h (O. 13ml) £1}Q7LX^ : ,MlT* 1 5 StPaTSi^^ 
•&tzo mMM2 2 tmm\Z%lJ£L* 3 9 0mg<BN-37 

x— juts/ ±)\,ft=- ju-o-'O^u- L--tru ju- 

L-P'fvil/- L-/*»J IsZL^JbliZsTJl&'&tZo <k 

-■t ;u— l -n-f v;u- l —Ay >xf iuxt ji/ ( 

3 50mg) £l£ ^ — jl/ (10ml) iDMF (10 

mi) <d;i^?s^ic^«l. &mm2 2tmmzmmm 

-ir y;u- L-P-f ->;i>- L-/<'J >xf;ixxf^ ( 

Ph-NHCO-SLV-OEt) $24 9mgff; B 

FAB-MS (m/z) : 4 6 5 (MHO . 1 H- 
NMR ( <5 , CDC I 3) :0. 88-0. 92 (12H 
. m). 1. 28 (3H, t. J=7. 3 H z) , 1. 
5 7 ( 1 H. m) , 1 . 6 9 (2 H. m) , 2 . 15 ( 
1 H, m), 3. 66 ( 1 H, dd. J = 1 1 . 0. 7 
. 3Mz) , 3. 91 (1H, dd. J = 1 1 . O. 4 
. 9Hz) , 4. 1 7 (2H. m) % 4. 48 (3H. 
m) % 7. 00 (1H, t. J = 7. 3Hz) „ 7. 2 

4 (1H. dd. J = 7. 9, 7. 3Hz), 7. 33 
(1H, d. J =7. 9Hz) B SffiH4 N-y? 

P^^i/JUT £ J ±>V,7K-)\s- L — t? 'J;U- L-D^fv 
j^L-M-ij^XfJLxX TJL (Cvh-NHCO-S 

1 v-of t ) amm mmm2 z<t>z>zl-)\,>( v vt 
5 / *jutK— ju- l— b'J L-P-< 
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i/ii,- L — A 1 J ylfiUXfi^ h-NHCO- 
SLV-OEt) £2 0 4mg^7io FAB-MS ( 
m/z) :471 (M H *) 0 1 H — N M R (5. CD 
Cl 3 ) :0. 90-0. 96 (12H. m) . 1. 14 
(3H, m) , 1. 28 (3H, t, J = 7. 3Hz) 
, 1. 34 (2H, m) . 1. 58 (2H. m) . 1. 
69 (4H, m), 1. 87 (2H, m), 2. 15 ( 
1H, m) , 3. 48 (1H. m) . 3. 60 (1H. 
dd, J = 1 1 . 0, 6. 7Hz) , 3. 83 (1H. 
dd. J = 1 1 . 0, 4. 9 H z ) . 4. 18 ( 2 H, 
m) . 4. 3 1 (1H. dd, J=6. 5. 5. 2 Hz 
),4. 43 (2H, m) 0 gfiftflU 2 5 

— L — -t? U ;U- L-P^»>JU- L-75^>Xf J1/IX 
^jl (Ac-SLA-OEt) (PUSSE L-D^fvJI/- 
L-77->lf^fil/ (0. 50g) <t N — F m 
oc-0-t-^fJkL-t'J> (0. 83g) £D 
MF (10ml) iz&f&L, t KP*v"<>Xh V7l/ 

— )V • 1 7KifP%l (HOBt.O. 30g) (Oft&T* N 
-x^;u-N' - y^f^ys^ :/P t: JUrt JUtf v-f 5 
K ■ 1 (EDC-HCI, 0. 45g) 
£LT3. 5^Pp1, M^T-&/£2-fcrfco 

*;u±#-eEy#n\ ^ftk^&jf £t&*n:§ti£7X. ia 

3&&£/£^£2 0%t°^ Y V>-DMF^ft (lOml 

7h^77-<-t'Mt^Ci:l:cl:y, 0-t-:?^U 

— l - -tr l -a-f L-77->xfjnx 
^r/U (o. 5 9 g ) £?#fco o- t -^^;u- 
l — -tr 'j ;i — L-p-f *>;b- L-77->if;nxf 

^ (1 63mg) ^^DP>$> (CH 2 C I 2 . 1m 
I ) &7KltS? (45/i I ) t h 'ilf^7 5 

> (75// I) £flO;U ^;£T*8B#Pa l ]£J££-fcr7-::» SIS 
;^(w7K^iD^^ PP7t-x;ujUT^a5Lfc^, *&a}!$j£^fl& 

P^T vJU- L-77->if^Xf^ (1 3 Om g ) 
£4S*:o N-7-tr^JU-O- t -f^Jl,- L 

-■fe 'J ;u- l -p-T v;u- L -77->xf ;n^f ^ 

(1 30mg) $T FA (2ml) lzmf& L , 7* ( 0 . 
1ml) ^iD7t^;S-C4 5^^«^Lfco iflfcx^ui: 

7XT*^y^it, ^**ta*r&Ji£f&*amw7K, &&&& 

-tr^;u- L --fc 'J ;u- l-p-Y v;u-L-77->xf 

iUXfil/ (Ac-SLA-OEt) $25mg^|f; e 

FAB-MS (m/z) : 3 60 (M H *) 0 1 H- 
NMR (<5\ CDCI 3 ) : 0. 93 (3H, d. J = 6 
. 1Hz) , O. 9 5 (3H. d, J = 6. 1Hz), 
1. 28 (3H, t. J=7. 3Hz). 1. 40 (3 
H. d. J = 6. 7Hz), 1. 5 5- 1. 7 5 (3 H 
, m) . 2. 04 (3H, s) . 3. 61 (1H ( dd 
, J = 1 1 . 0, 7. 3Hz), 4. 04 (1 H, dd 



ISTA's Paterra(tm), Version 1 .5 (There may be errors in the above translation. I ST A cannot 

be held liable for any detriment fromits use. WWW: http://www.indsdence.com Tel: 800-430-5727) 



P.49 



JP 9701 1091S Machine Translation 

J=1 1. O, 4. 3Hz). <jg& O (2 H, m) 

4. 43 (1H. m) , 4. 5 H , m) , 6. 

55 (1H, d. J = 7 . 3Hz) , 6. 75 ( 1 H, 
d, J = 7. 3Hz) , 6. 81 (1H, d, J = 7. 

9 h z ) o mmmz e n - y x -jut s j tjjutHxju 

- L--t? U JU- L-P-f »^JU- L-7 5Z>I^X7 
tJU (Ph-NHCO-SLA-OEt) 0)1111? SHE 
0112 2"e»b*XfcO- t -^JU-L — fe'JJU-L-P 
-f ~>JU~ L-77->Xf Jl/XXf ^ (O. 4 g ) £D 
MF (5ml) IC»»U 7i-MVv7t-h (0 
. 15ml) £JO*TfijRT?8 0#RSl£J£*12-fc. 
0ij2 3 tEHiUHMLU 3 9 6mg(DN-7i-il7 S 

j ajutfxju-o- t -:?^ju- l -iz 'J ;u- l -p-< 
-?xx jut 5 y ju-o- t -^ju- l — -t* 

U JU- L-D^vil-L -77->If^Xf^ (3 
90mg) $T FA (5ml) <t 7K (0. 25ml) & 

u mmm2 stmmz&mLBfth? 
%> n - y x —jut s y * ;utH-;u- l — tr »; ju- l -p 

~>JU- L-T^zi >IfJHXfJI/ (Ph-NHCO 
-SLA-OEt) $3l8mgtlt; 0 FD-MS ( 
m/z) : 4 3 6 (M + ) „ 1 H — N M R ( d . CDC 
l 3 ) :0. 89 ( 3 H , d, J = 5 . 5Hz), 0. 9 
2 (3H. d, J = 6. 1Hz) , 1. 22 (3H. t 

J = 7. OH z) . 1. 33 (3H. d, J = 7. 3 
Hz), 1. 5-1. 75 (3H, m). 3. 72 (1 
H, dd. J = 11. 0, 6. 7Hz), 3. 97 (1 
H. dd. J = 1 1 . 0, 4. 3Hz), 4. 12 (2 

H, m) . 4. 49 (1H, m) , 4. 62 (1H, m 
) . 4. 81 (IK m), 6. 5 6 ( 1 H, t, J = 
7. 3Hz), 6. 98 (1H. t, J = 7. 3Hz) 
,7. 18 (2H, t. J=7. 9Hz) , 7. 25 ( 
2H, overlapped) ,7. 61 (2H. br)„ mMM 
2 7 N - 7 x -JUT H J -h)l,tt-}\,- L --tr l ) JU- L 
-P^->JU- L-T=>-> (Ph-NH CO-SLA) 
(PSA IS 6tf b tl*: N-7i-^7 5/*^ 

?t-;-;u- l --tz ju- l -n>f vju- l-t^ — >xt- 

JUXfJl^ (SOmg) £>*y-JU (1ml) «t 7K ( 
O. 2 5m I ) 0>Bft&Kf=iMIU *8Mb'J^i* • 
17K*D% (2 0mg) £a07LT^£T*4. 5B$RH&J£$ 

■t^yco s«;a*»Kx^jui: in-hc i x-rnvrnt* 

»&*ifc*«JB lEWC-ftj*^, 

-tr 'J Jl — L -Pf ~>JU- L-7 r ^-> (Ph-NHCO 
-SLA) $33mgflf; e FD-MS(m/z) : 
409 (MH + ) 1H-NMR (6, CDCl 3 ) :0 
. 9 0-0. 9 5 (6H. m) . 1. 22 (3H, t, 
J = 7 . OHz), 1 . 40 (3H, m), 1. 55- 

I. 75 (3H, m) % 3. 70 (1H, m) , 3 . 9 
2 (1H. m) \ 4. 3 5-4. 4 5 (3H, m) , 4 
. 62 (1 H, m), 7. 0(1H. brt, J = 7. 
3Hz) , 7. 28 (2H, m) , 7. 36 (2H, b 
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r d, J = 8. 5 H z ) , glfcM ^ N - 7 ^ =zJk 

^ -V^X^JLZLX^JU : (Ph - CTfcO-S LL-O 

f t ) <»mm mmmstmmz. Fmo c - l-d^ 

v>(DOUf:W a ngUv> (600mg) 3ft* 6 1 39 
2 m g CO N - 7 x 7 5 J ± JUtf-JU - L — fe 'J ^ 
-L-P'fv^-L-D^vV (Ph-NHCO-SL 
L) *»fco 5 1. 3mg(DN-7x-Jl/7S 

y £ ^tH-;U- L— JI/-L-P^vJI/- L— P-f V 
XPh-NHCO-SLL) t1. Om KD^ISX^ 
y-;u*acc**L, M;£T-3. 5RH«*Lfco 

D7h^7<-t«L, 20. 6mg(DN-7i- 

juy s y an,*— Ji*- l --tr »J ju- l -p v^- l - 

p-f«»IfjHXfil/ (Ph-NHCO-SLL-O 
Et) £»fc, FD-MS (m/z) : 4 7 9 (MH 
0 D 1H-NMR (5, CD 3 OD) : 0. 93(1 
2H, m). 1 . 2 5 (3H, t, J = 7 . 3 H z ) , 
1. 58-1. 72 (6H. m). 3. 72 ( 1 H, d 
d( J = 10. 4, 6. 1Hz), 3. 86 (1H. d 
di J = 10. 4, 5. 5 H z) , 4. 14 (2H. m 
) \ 4. 37 (1H. dd, J = 6 . 1. 5. 5Hz) 
,4. 40 (1H, dd, J=9. 8, 5. 5 H z ) , 
4. 48 (1H, dd. J = 1 0. 4. 4. 3 H z ) . 
6. 9 7 ( 1 H. t, J = 7 . 3 H z) . 7. 2 4 (2 
H. dd, J = 8. 5, 7. 3Hz), 7. 36 (2H 
, d. J = 8. 5H z) o 2 9 N-7x-/b7 

-□^v^X^iUlXTJU : (Ph-NHCQ-TT L 
-O E t ) (PUIS! H!£^2 8 <h!^4if-. Fmo c - L 
-P-f :>><£>-3l^Wa n g L/y> ( 6 0 0 m g ) «b 
13 8. 5mgO)N-7x -^7 5 / L — 

x l -x l^-;u- L-P*f (Ph-N 

HCO-TTL) £4#tco 29. 5 m g <D N — 

-y x - ;UT H y * JUtH- J| — L -X — L -X L/ 

L-P-f V> (Ph-NHCO-TTL) $1 

«#Lfc. 8i:^«(=«l«L, 10. 2mg© 

n - ? x-ju7 a y *;u7fc-;u- l -x u:t— ju- l - 

XU^-— Jb-L-P-f ->>31^^X^«t^ : (Ph-N 
HCO-TTL-OEt) *^fCo FD-MS (m/ 
z) :481 (MHOo 'H-NMR {6 % CD3O 
D) : 0. 89 (6H, m) . 1. 25 (9H, m) , 
1. 5 9- 1. 6 6 (3 H, m) . 4. 15 (2H, m 
) % 4. 25 (2H, m) . 4. 30 (1H, d, J = 
3. 7Hz). 4. 36 (1H. d, J = 4. 3Hz) 
% 4. 43 (1 H, m) s 6. 94 (1H, t. J = 7 
. 3Hz). 7. 24 (2H. dd, J =8. 6, 7. 
3Hz), 7. 38 (2H, d. J = 8. 6Hz) B t 

mm 1 ±mmiztert&p t p-basmi t h*88 

ittftHT-2 9 (ATCC HTB-38) . W 1 
Dr (ATCC CCL-218) , DLD-1 (AT 
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CC CCL-221), LS-UO (ATCC C 
L - 1 8 7) . LS-174T (flv C CL-18 
8) . COLO205 (ATCC TC L - 2 2 2 ) . 
LoVo (ATCC CCL-2 2 9) , SW4 8 O ( 
ATCC CCL — 228)J:y Quick Prep™Micro m 
RNA Purification Kit (7 7il/7 % >7^tf 7^tt) 
£ffll>T. f tl-f Jh-0)«l!lfea)m R N A ^ US Lfc„ 
lz % C(DmRNA«ty, SuperScr i pt™Preamp I if i cat io 
n System for First Strand cDNA Synthesis (Life Tec 
hnologies ft) SfflUfc R T - P C R&K «fc y c DN A£ 
MHLfc. CfDcDNA^Il^PCR^lUyPTP 

l^bO. 7 8ng/^ I IcHSiSf Ltc c D N A 4^1 
£ % P T P - B ASift^W^7-<"7— (5 ' prime 

r:5' -GAAT ACGAGTGTCAGACATG 
G-3', 3' p r ime r : 5' — AGGTCTGC 
AG AG A AGC A AG AAT AC-3' ) 1 O/iM^ 
^fr P C RJ£J£;& (Recombinant Taq DNA Polymerase. 
TaKaRa Taq. SJgSH) 2 1 u I (CjlD*., 3 5^^il/ 
T*P CR^HJSL/Co P CRSfS^*3 2 5 u 1 £x^v 
K (O. 3/ig/ml) **t;7#D— X 

(2%) *-e«**»u **KWHtTi?*Kiiie 

Lfc PTP-BAS :?^-f "7— fCcfc&6 O 7 b p<£> 
PCRSJCftftl^ttBStlfcMteCCfe^T, PTP-B 

ASA^Ltt^iflSifco «iz^rt*jy. 8ft 

*5<M::P T P-B AS<03*3lJ&<Bi&&*lfco 

±B«tcjBtfaPTP-BASg)fm 

HT-29 + 

WiDr + 

DLD-1 + 

LS-180 + 

LS-1 7 4T - 
COLO205 

LoVo + 

SW4 8 0 ZL 



mmm 3 o d kli ^^ <d f a s ^ p t p- b a s<d 

f££M&.<* lutathiono S-transfe 
r a s e t F a s ^^-pGEX- 
2 T (77^v7tt) l:Fas (Ito ffc, 1991^, ml 

5£)05T5yl$ 1 91-33 5*3 — K*r£iHn^£*0 

fc^. *KB-e*a*-B-B»Lfc« BfHtLfcGST- 

Fa 8 H£8&I±. *M««8tfcGST-Fa s 
(7?yS(1 9 1 -3 3 5) H«3a£G I u t a t h 



Fused protein of Working Example 30 Fas with in-vitro and 
binding inhibition of P IP-BAS Gu tathione S - transferase 
and Fas, it connected thegene which amino acid 191 - 335 of 
Fas (Ito other things, 1991 and earlier description) code is 
done to vector pGEX - 2T(Pharrracia)^evealed with E. coli 
and rmnufactur ed With Gu tathione Sepharose 
4B(Pharmacia) incubation doing GST - Fas(anino acid 191 - 
335) fused protein which is revealed with the E. coli it produced 
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jone Sepharose4 ^7 7^7v7tt) 
t^lc-O^K-va >LTf^^Pio PTP-BA 
S 77^ > h 1 itfe^f I*. PTP-BAS (Maekawa 
<tiK TftiE) CD F a s irO^^^^^t^iUi (75^ 
1279-1883) — K*2" il B lues 

cript pSK— II (Stratagenett) 
[Z-Otjll^ttmLtzo [ 35 S] PTP-BAS77W 

> h 1 I*, PTP-BAS77^V>h1Ife ; fa)TN 
T Reticulocyte Lysate Sys 
t em (Promegalt) >t>P h7> 

VffiSkLtzo Fa siPTP-BA 
scD^^Rfi^HH^iiiTO^rjiX^oycp J5J£;§;$ (5 

OmM Tris-HCI (pH8. 0). 5mM E 
D T A , 150mMNaCI, 0. 1% NP-40, 
7 a Df7-tM>tt^-iLT1mM PMSF, 5 
0/ig/ml Leupeptin, 1mM Benz 
amidine. 7 // g /m I Pepstatin) 
50^ I cplzmttitLtzG S T- F a s (2-6//M) 
£*:l£@tifl;LTl^l*GS T- F a s (2~6**M) 
, ttttttlK* [ 35 S] PTP-BAS77^V> 

H£;I£L* 4°CT*1 2-1 6B5HH ^i*— *>3 
>Lfco HfHtLfcGS T — F a s Sffl^fc*^ SJC 
aa^lftftl- J= l J Glutathione Sepha 
rose 4B*»#L, S DSf ^T'M-y 77-C 

fco yiu*»«a. t-h7>t^77^ty, gst 

-Fas [CiE^LTl**: [35S] PTP-BAS77^" 

> > h 1 Kcoass j: y *»iMti=«fc s Fas^p 

Glutathione Sepharose 4 B £ 
flD*.* $bl:4 < tTlHP^«<>+a'<-*>a>L, GS 
T-Fas - [35s] P T P - B A S 77 y> > H « 
ca^^ Glutathione Sepharose 

4BiM6*tt at>a^«=J:yG i u t a t h i 

one Sepharose 4 B £2fc8> L tz fob 

v>7^u— $ — San*, *#5^>^u— 5/ a 

— X* [ 35 S] PTP-BAS77 3^ > h 1 <DtftM'/£t£ 
£jB!l£L*:. S^CGST - Fas $»l*.Tl*fcL* 



GST -Fas fused proten^tich irrmDbilization is done. 
Connecting gene whic^Bon (annino acid 1279 - 1883) which 
includes binding domain of theFas of P TP - BA S (Maekawa 
other thing?, earlier description) code is done to Bluescript pSK- 
II ( Stratagene corporation) it producedthe P TP - BA S 
fragment 1 gene. It manufactured [ 35S ] P TP - BA S fragment 
1, with in-vitro translation which uses TNT Reticulocyte 
Lysate system ( Promega corporation)of P TP - BA S 
fragment 1 gene. It experimented Fas and P IP - BA S binding 
inhibition with method below. GST-Fas(2to6 M)or 
irnrnobilization which immobilization is done it nixed GST - 
Fas(2to6 M), the detected substance, and [35S] PTP-BA 
S fragment 1 which have not been done in reaction solution 
(AsSOmM Tris-Ha(pH8.0),5mM EDTA, 1 5 0 irM NaQ , 
0.1% NP - 40, protease inhibitor 1 mM PMSF ,50 g/rd 
Leupeptin, 1 mM Benzarridine,7 g'ml Pepstatin)50 1, 
12tol6hoursinojbationdidwith4°C When GST -Fas 
which immobilization is done is used, after reacting youwashed 
Glutathione Sepharose 4B with centrifugation , suspension 
did in SDS sample buffer anddid SDS polyacrylami de-gel 
electrophoresis . gel after drying, autoradiograph was taken, 
from light and shade ofthe band of [ 35S] PTP-BAS 
fragment 1 which has been connected to GST - Fas thebinding 
inhibition of Fas and P TP - BA S was measured with detected 
substance . Case GST - Fas which immobilization has not been 
done is used, furthermorethe 1 hour incubation it did with 4 °C 
including Glu tat hi one Sepharose 4B after incubation, 
connected GST - Fas - [35S]P TP - BA S fragment 1 composite 
and Glutathione Sepharose 4B . radioactivity off 35S ] P 
TP - BA S fragment 1 was measured with liquid scintillation 
counter after washingthe Glu tathione Sepharose 4B, with 
centrifugation including liquid scintillator. It designated those 
which do not add GST - Fas in reaction mixture as theblank 
value, deducted from measured value, radioactivity under 
detected substance existing for radioactivity of control (Under 
of detected substance absence)was sought, binding inhibition 
curve was drawn, concentrati on of detected substance 
whichcormection 50 % inhibition is done was designated as IC50. 
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* lmMT'4 0%ffl^. **lmM-e2 0J«ffi# 



>tf KDTF a . J:PTP-BA8«)«66B8 
tj;ii ( *Stit. ;*- |WflH*~<PWIft?E 
^aK^Th'r ^** r^-cPD ptp-bas 

©*Sl*<«B**fCt»*t h*S8ilaHT-2 9«&33.fc 
tfDLD-1itttSl»fc. 96??2pjS^U-h (Nu 
nctt) «fl§l*T. 2x10<lfl)HT-29«tL< 
I4D LD-1*lftft 1 00 U I ©iSSia (1 0%FCS 

2 4RIH. 3 7°C, B9*K*if^*#T-C»»L. 
gCDRFasR* (CH-11. MBLtt) t L < I** 
0> hP— 10" 1 « fc<t^1 OmMICiSii 
LfcFa siPTP-BAS fcOTSS^RBS*) ( P h — N 
HCO-S LV-OMoO^I mM) t L < litroil 
OVhP-iH 1 Oil I SrjSlW Ltibl-2 O Brf 

BtElttfrL.. ±SBtBSiS9 0« I tMTT 
4B#fflJS*Lfc. 1 OOll I ff)0. O 4 N HC I 

,;_^r_|-«j: y 5 7 O nmfl)®fSSaSLfc» =>>H 
D-A> (CH-1 i##*T-e*»Lfci:#) ©©its 
K*tfSCH-1 i#*ET-etS#Lfc££0>iR#K£* 



With above-rrentioned result, peptide and peptide derivative 
of this inventionbeing in-vitro, connection ofFas and PTP- 
BAS was shown isobstructed densely, human carcinoma of the 
colon HT - 29 cell and DLD - 1 cell where revelation of 
Working Example 31 With various peptide of cell death to 
carcinoma of the colon strain induction (1) PTP-BAS 
isverified were used Making use of 96-hole flat bottomplate 
(Nunc corporation), 2 X 104 in culture fluid (RPMI1640 
medium which includes 10 % PCS, Nissvri PhamBceutical Co. 
corporation) of 100 1 itcultured HT - 29 cell or DLD - 1 cell 
under 2 4 hours, 37 °C and the5 % carbon dioxide gas 
condition, anti- Fas antibody of each concentration (CH -11, 
MB L corporation) or binding inhibitor of culture fluid ( 
control) 10 1 , and Fas and PTP-BAS which are 
manufactured in 1 0 mM(Only Ph - N HC O - SLV - OMe 1 mM 
) or it added solvent ( control) 10 1 and furthermore 2 0 
hour cultured culture supernatant after removing, several 
times you washed cellwhich deposits with phosphate buffered 
saline, 4 hours you cultured including theabove-mentioned 
culture fluid 90 1 and MTT liquid ( Keni Kong international 
corporation) 10 1. After adding isopropanol which includes 0. 
04N HQ of 100 1, theabsorbance of 570 nm was measured 
due to iricroplate reader. When culturing under CH- 11 
existing for absorbance of control(It cultured under CH - 1 1 
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absence time), it sou^iybsorbance, indicated with percent. 
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With above-mentioned result, it raised sensitivity of cancer eel 
l thepeptide derivative of this invention for anti- Fas antibody, 
cell death it is induced wasshown densely in cancer cell. Making 
use of method of Working Example 32 With 1 5 anino acid 
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Kl:J:SFas/PT P - B A S ^^ES £*£)tz ■ fc 
f£L. PTP-BASt«*LftOCt 
M^tltl^GST-Fas (75^8191-32 
O) *fflL^fct$<Dflt4:Lfco (£t£*tRS<t LT. thP 
roadrenomedul I in N — T e r m i n 
al 20 Peptide (hPAMP) (SS^J : A 
RLDVAS EFRKKWNKWALSR-NH 2 ) 
l\fc„ i1[:Fas(DC«1 575^8^^ Kl= 
J:^^>t*hP(DFa6/PT P - B A S^RBS *3F 

JStt^JBl^ i^TvLtl^^,, Fas0C^1575 
y ^ K (Ac-DSENSNFRNEIOSLV 
) \* % ^>t>P(DFa 8 /PTP-BAS^^lg 
fc^MlcRMSLfco ttttSBKDh P AMPI*. 1mMi: 
fct\ttF a s/P T P-B ASCD»**±< RBSLft 
^ot; B M3 3 ^FWtFa s/PTP- 
R AS*S^BBgatt<PltU3E S16«3 2 0>*i*Sffll^ 
Fas(DC^/l^1. 2. 3, 4, 5, 6, 7. 8, 
1 SHOTS yftS&ftt&ttft. N*m*y-fe*;MtL 
t z *zf=f- K0Fas/PTP-BA Ste^RESStt** 
tf>fc„ |]2fCFa s/PT P - B A S^M^ICfc^lJ 
F a sCDC^Sffi^^^ K0)f&#£^?"o 

K<0F a s/PT P-B AS«^R§8;"£ttl4^fIS"e* 
ofco 5-3M7S/i^f 10, 100/i 

MlCfcl^T 1 5-6i(075^K / <^fK < fenF a s 

/pt"p-b Aste^BiSjSttttHA^ofco 2«kdts 

1|©75;i^fKttFB8/PTP-BA 

Fa s/PT P-B AS<D*S^RB8fcl*ft$S3iI<Dr £ 
yg^^f K (Ac-SLV) tf&WT'&Zt^Z- hti 

A c - S L VO^tl^tKDT *S L-T^y M 

PF a s/PT P-BAS^RBSjgttS^WLfc. 
03C1mM^^K#fiT, B4CO. 1mM^^ 
^ K*?4TICfc«t* F a s/P T P-B A S^^PIS^ 
^fo |5l:Ac-S LVi: A c — T LV<0F a 

s/PTP-BA se^HBSoastt^ttftis** 1 *". 

1 mM^^f K#^T(wfct^T. TI*S £[s]fl£<&3ii 
l^BfiSS1±**Lfc. S3 (**) iZft+kftV* L(D 
lifil*, 1 mM^^K#*Tf=tel^TKi:A/if*ra) 
TSy||4:11*LTtiLi:HaK©!»^B«8tt«r^L 
fco 13 (*) VOttStt, I a^aftt^HH 

(Dli«LTISi:A/i:iaSf5tt***ft*^fc. H4[Z;f 

S*T"Ctt* RtfL£lsl«Sa>3i*T?*ofco @ 5 IC^ 
Lfc£&<J« F a e/PTP-BA8(iftli8a)IK* 



peptide Fas/P TP - BA^jinding inhibition Working 
Exanple 30, Fas/P TP^^ S binding inhibition was sought with 
C-terminal 15 amino acid peptide of Fas. However, blank 
value, when with P TP - BA S it does not connect using theGST - 
Fas(amino acid 191 - 320) which is known densely, made value. 
As negative control, human Pro adrenomedullin N- terminal 
20 Pepti de (hPA MPa) (Arrangement: ARLD VA SEFRK KW 
NKWALSR-NH2) was used. In Figure 1 Fas^P TP - BA S 
binding inhibition of in-vitro is shown with C-tenrinal 15 
amino acid peptide oftheFas. Extent and inhibitory activity 
where band of autoradiograph becomes thin arehigh, it has 
shown densely. C-terminal 15 amino acid peptide (Ac - 
DSENSNFRNEI QSLV) of Fas obstructed Fas/? TP - BA S 
connection of in-vitro inthe concentration dependent. hPA 
MPa of negative control did not obstruct connection of Faf/P 
TP - BA Scompletely regarding 1 rrM Making use of method 
of Working Example 33 peptide chain length and 
relationship of Fas/P TP - BA S binding inhibition Working 
Example 32, 1,2,3,4,5,6,7,8,15 itconsists of arrino acid residue 
from C-tenrinal of Fas, Fas/P TP - BA S binding inhibition of 
thepeptide which N terminal acetyiation is done was sought. 
Influence of C- terminal peptide of Fas where length which is 
caused tothe connection of Fas/P TP - BA S in Figure 2 differs 
is shown. As shown in graph, Fas/P TP - BA S binding 
inhibition of arrino acid chain length peptide of 15 to 6 was 
thesams extent. As for arrino acid peptide of 5 to 3, as for 
Fas/P TP - BA S binding inhibition it was weak incorrparison 
with arrino acid peptide of 15 to 6 in 10,100 M arrino acid 
of 2, arrino acid peptide of 1 did not obstruct Fas/P TP - BA 
Sconnection for most part. It was thought that from these 
results, arrino acid peptide (Ac - SLV) of shortest 3 isnecessary 
in binding inhibition of Fas/P TP - BA S. In accordance with 
method of Working Exanple 34 With tri peptide scanning 
change of in-vitro binding inhibitory activity Working 
Exanple 32, respectivearrino acid of Ac - SLV was replaced to 
other L- arrino acid, in-vitro Fas/P TP - BA S binding 
inhibition of thetri peptide which scanning is done was 
exanined In Figure 3 under peptide existing of 1 mM, Fas/P 
TP - BA S binding inhibition in underO. 1 mM peptide existing in 
Figure 4 is shown. In addition, concentration dependency curve 
of Fas/P TP - BA S binding inhibi ti on of Ac - SLV and Ac - TLV 
isshownin Figure 5. As shown in Figure 3 (£), 7 showed 
inhibitory activity where Sand same extent are strong in under 
peptide existing of 1 mM whichthe scanning is done vis-a-vis S. 
As shown in Figure 3 (center), position of L all arrino acid 
substitutingfor most part in under 1 mM peptide existing, 
showed inhibitory activity where theL and same extent are 
strong. As shown in Figure 3 (^), position of V had 
inhibitory activity wherethe I is strong, but those which are 
substituted in otheranino acid did not show inhibitory activity 
generally for most part. As shown in Figure 4, under 0.1 mM 
peptide existing which L scarmingis done, R was strength of L 
and same extent. As shown in Figure 5, as for concentration 
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P> . Ac-SLV^Ac-TL V JA F a S / P T P ~ 

b03, 4&l/5<D^*cfcy, A c-S L Vtf>SCO<iM 

tl^fr^ >tf h P "CCD F a s/P T P - B A S (B^P-M 

2<Dj3&lZ'ftlK 1mM0Ac-SLV0Dj$, N/^ 
JUft* il7t<*0M >t"hDFa s/PTP-B AS^ 

Bigstep Lfco H6(zd<*. n>^;u{*, il5c 

<*<TM >tf KP^^RiHSH^^-rc, C*Xb<D£S£IS, 
ImMCD^^f K#^Ttftot; B Ac-SLV<DS£ 
(D) SCtftLTt, m<\*UZ>t<D<Dm&7&\±\*& 
&LX^tz» N/^M*. ji7C<*t, Ac-SLV*y 
t,RE^;mfiH< £<5>t>tf)<Z). SttttfiftLtl^fe. £ 
ffiffl 3 6 N3fe«fgifCJ:^ ^ KP^BfigSt»<P± 
ft S6K«3 2<D*&l::«£l\ A c-S L VON*** 
ffi#<ZM >fcf hPFa s/PTP-B A S^^RIg;*S14 

SSSttS^r. (N**C0*tSli, e*irt<y-fe*M^ ^ 

-< >tf hDO)«SRE*att*±»s-a-fc. *<bwi*i** 

:7x-ju^W K#> v^p~*v;u^u*< K<*>7-tr 
^H*-efeofc. gffiffl 3 7 4 >tr>p*SfrKaggtt 

^<PC5fe4£fiffiCP&g mmW3 2 4)%ttl=«£l'. CJtffi 
f&fWtfM Vt'hPFa s/PTP-BA S3£<&PES;§ 
14^*KLfc, fS»*E8{::5FLfc„ 1mM(DPh- 
NHCO-SLV-OMe, Cyh-NHCO-SLV 
-OMeli, A c-S L V £ y < KZtOO 

. ^ > f h PiB^BfliSI4^ Lt l^co SlflM 

v-v — u^f-^-f^P^y * K*/<— ^'J C-trP^ 
^ K x-z'O K;U7tt) £^£L, CCO v^-U^T' 
2m I CDiB#;*$ (1 0%FCS^^RPM I 1 6 40 

Ba«BDLD-1$2 4BM, 37°C. 5%K»#X 

f=m*Lfc«IBSf=. ^P^-^ezLU-^ (x 

JU:7*1) EAE^SOh Pa, jlAWO. 1 

?J>(0gM4T*K- PBS4>*CO. 0 1 mMI^Ug^L^A c 
-SLVt,L<l£P> hP- )\>t LtK-PBS^^ 
*-tl^*l2 Ofr£ 3 OUO^fflBSl^JiALfco RF 
a s£l# (CH-1 1 ) *Q3i«ttT?tt, HW-OV 
x^ V3 VltsUfC 1 O O n g/m I CO C H - 1 1 £ V-V 

i:¥IIKLfco E9lC5rr£fcy. SlfflJISrtK&A 
$ntcA c- s lv^Rf a sfii#f::&-t£*§*fflJ®0f$ 



dependency curve of Fa^P TP - BA S binding inhibition, from 
factthat curve of almd^^ne shape is drawn, Ac - SLV and 
the Ac - TLV obstructs connection of Fas/P TP - BA S 
understood densely in thesame extent. From result of these 
Figure 3 , 4 and 5, as for position of S of Ac - SLVthe S or T, as 
for position of L L - amino acid or theglycine , especially L or 
R, as for position of Vthe V or I, are important in binding 
inhibition of Fas/P TP - BA S withthe respective in-vitro, 
understood densely. In accordance with method of Working 
Example 35 in-vitro binding inhibitory activity of D isomer , 
N methyl compound and reduction product Working 
Example 32, D isomer ofthe Ac - SLV of 1 mM, in-vitro Fas/P 
TP - BA S binding inhibition of N methyl compound and 
reduction product wasexanined in-vitro binding inhibitory 
activity of D isomer , N methyl compound and reduction 
product is shown in Figure 6. It did these experiments, under 
peptide existing of 1 mM Substituting S of Ac - SLV in (D) S, 
you kept theinhibitory activity weakly. N methyl compound 
and reduction product, in comparison with Ac - SLV asfor 
inhibitory activityweakly, you kept activity. In accordance 
with method of Working Example 36 With N terminal 
decoration rise of in-vitro binding inhibitory activity Working 
Example 32, in-vitro Fas/P TP - BA S binding inhibition ofthe 
N terminal decoration body of Ac - SLV was examined In 
Figure 7 in-vitro binding inhibitory activity is shown with N 
terminal decoration. N terminal decoration body of (As for 
decoration of N terminal, white circle acetyl and black 
triangle thephenyl ureido and white triangle cyclohexyi ureido 
and white square are non- decoration ) SLV rose binding 
inhibition of in-vitro. sequence was phenyl urei do body > 
cyclohexyi ureido body > acetyl isomer. In accordance with 
method of Working Example 37 Influence of C terminal 
decoration to in-vitro binding inhibitory activity Working 
Example 32, in-vitro Fas/P TP - BA S binding inhibition ofthe 
C-terninal decoration body was examined result was shown in 
Figure 8. Asfor Ph-NHCO- SLV- ONfe ,Cyh-NHCO- 
SLV - OMe of 1 mM, incomparison with Ac - SLV asfor 
theacti vity weakly, in-vitro binding inhibitory activity was 
kept, micro grid cover slip ("trP K.jp7, Eppendorf 
corporation) was locked in plastic petri dish of Working 
Example 38 With microinjection of Ac - SLV induction of 
cell death to carcinoma of the colon strain diameter 35 mm, 
inthispetri dish 4x105 human carcinoma of the colon cell DID - 
1 was cultured under condition of 2 4 hours ,the 37 °C and 5% 
carbon dioxide gas making use of culture fluid (RPMI 1 640 
medium which includes 10 % FCS, Nissui Pharmaceutical Co. 
corporation) of 2 ml. In cell which it glues to micro grid cover 
slip, only K - PBS therespective 2 0 to 3 0 filled to cell as Ac - 
SLV or control whichwith condition of casting pressure 50 hPa 
and injection time 0.1 second in K- PBS aTerrBnufactured in 0. 
01 mM micro" 7 — ^- tf rater ( Eppendorf corporation), 
micro injector ( Eppendorf corporation),and making use of 
glass needle {p jp7 chip , Eppendorf corporation). 
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iDLD-1 (cWTft Fas/PTP-BA S4S£R§S 
»J<D«fflJlS5ER»^ffl*H^fc. fcrt£L-tt<DK»-eiifiI 
7 2RHi:L, *fc, SiO^ £ Fa s/PT 
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CO- SLV- OMe, Ph- NHCO- SLV- OE 

551fc«3 1 O^aiCttoTt h*B5*lD L D- 1 fcfcj 
t|»Ph- NHCO- SLV- OEt CDfta^5ER^f^ffl 

$H^fc. fceLffi»«B*fia*7 2B#fig£ Lfc. g-t-ss 

^JD-T^Ph- NHCO- SLV- OEt <D;HK£ 2 . 5 
mM^LtCo RFasSi* (CH-1 1) t L < 
foft&XfPh- NHCO- SLV- OE t t L < 1*^0) 
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- OEtliCH-1 1 #4Tt\ DLD- 

Jjg$E (T*°h—>;0 £i£aIL*:o gJ£M4 1 SLV 

^/U^Ey h»«3t«*<DfMiteA k £ a s uO)^F^fC^ 
UTfro ( A k £ a s u, J. Pharma. Pha 
r m a c o I . 4 1 9 52^) 8 t 

Lt\ Tyrode-Hepes ^SJ^^I-zf Ltco + 

SSLfco JKO«*lia)tt»*/N-y-5-C«yBB***^^* 
3 7°C, C0 2 5%, 0 2 9 5%(DMT0Magn 
u s8tl^f;O§Lf; 0 V I Pitmm&iZT&^Ltz 
o ph-NHCO-SLV-OEt ftifa)a8#Jl4 1 5# 

L. -f-CDRflT y r o d e — H o p e s ?fc"C2 
~3[s)2fc#£t7ofco i1 2IZ^-Ti:^y. V I PI* 
1 0-8M«fcy»K«SWI^?ft«*1*3X 1 

o-6T*fi^:SlJ&$^L^o thviP u-tr:?* — oc^ 
*HE*J- S — L — V Mtu:*** ftfc*** KR»ire 
fe-SPh-NHCO-SLV-OEtliV I PlZcfc&fi 
S^7»R0>Stfe«&lE&* 1 X 1 0-?M~ 1 X 1 0-4M<7)^ 
BT?«SC«5SLTfW»JL. 1 X 1 O^MWit'gSi^ 
fflHM»**^Lfc. 113, 14izmftteV 

, C5^^CDV^A^L(CM*L^^^^ KR»#P h- 
NHCO-SLA-OEt (013) , Ph-NHCO 
-SLL-OEt (014) li1X10" 7 M-1X1O 



Furtherrrore , with an^^> antibody (CH - 1 1) treated cell, 
CH - 1 1 of 1 00 ng/rd was added to petri dish immediately before 
microinjectioa photographing it did after 3 hours of 
microinjection As shown in Figure 9, it raised sensitivity of 
cancer cell Ac- SLVwhich was filled inside cancer cell for anti- 
Fas antibody, cell death it isinduced was shown densely in 
cancer cell. Following to method of Working Example 39 
With various peptide of cell death to carcinoma of the colon 
strain induction (2) Working Example 3 1 , you inspected 
thecell death induction of Fas/P TP-BAS binding inhibitor for 
human carcinoma of the colon DLD - 1 . However with test of 
part preculture time was designated as 7 2 hours, inaddition, 
concentration of Fas/P TP - BA S binding inhibition which is 
added was designated as the 10 mM from 2.5 mVL It measured 
absorbance of 570 nmdue to rricroplate reader , it made 
indicatorof living cell number with value. As shown in Figure 
10, it raised sensitivity of cancer cell Cyh- N HC O- SLV- OMe , 
theCyh- NHCO- SLV- OEt, Ph-NHCO- SLV- OMe and Ph- 
NHCO- SLV- OEt for anti- Fas antibody, cell death it isinduced 
was shown densely in cancer cell. Following to method of 
Working Example 40 With various peptide of cell death to 
carcinoma of the colon strain induction (3) Working 
Example 31, you inspected thecell death induction of Ph- N HC 
O- SLV- OEt for human carcinoma of the colon DLD- 1. 
However preculture time was designated as 7 2 hours. In 
addition concentration of Ph- N HC O- SLV- OEt which is added 
was designated asthe 2.5 mM It added anti- Fas antibody (CH - 
1 1) or culture fluid and Ph-NHCO- SLV- OEt or solvent,after 
2 0 hour, photographing did under inversion microscope. As 
shown in Figure 11, Ph-NHCO- SLV- OEt under CH- 11 
existing, induced thernarked cell death (apoptosis) in DLD - 1. 
It produced Working Example 41 With SLV derivative 
control of VIP induction bronchcconstriction ( 1) Cavia 
(guinea pig) bronchium preparation according to method of Ak 
asu,(Ak asuj. Pharma Pharmacol . Vol.4 ,671 page ,1952 
year), incision it did neck part and muscle of Cavia (guinea pig) 
alon^ide therridline, from oral epiglottis cartilage bottom end 
until thoracic removing neck part tracheum, itsoaked in Tyro 
de-Hepes nutrition liquid System, after removing urunfornxd 
characteristic connective tissue of theouter rnsmbrane on that, 
while cartilage was attached it designated filter pap 
fully is soaked with nutrition liquid as ring of width 2 to 3 
rrrninside petri dish, respective 3 , connected rnutually. It cut 
open cartilage of anti- side of muscle with scissors and rmdethe 
preparation, hung inside Magnus equipment under condition of 
37°C,theCQ2 5 % and Q2 95%. VIP prescribed with 
cumulative method. Ph - N HC O - SLV - OEt or other drug 
before 1 5 nin after dealing with prescribed \TPunder existing, 
interval of experiment made 5 nin, washed 2 to thrice with 
Tyro de - Hepes liquid atthat time. As shown in Figure 12, 
VIP tracheum smooth muscle from 1 0-8M relaxing inthe 
concentration dependent, showed maximum reaction with 3X10- 
6. Ph-NHCO-SLV-OEt which is a peptide derivative which 



ISTAs Paterra(tm), Version 1 .5 (There may be errors in the above translation. ISTA cannot 

be held liable for any detriment fromits use. WWW: http://ww.intlsdence.com Tel:80(M30-5727) 



P.58 



JP 9701 1091S Machine Translation 

-NHCO-SLV-OHttV I WKfc«EJ££*fii: W 
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ttmLx%<§*<Dsmzmm?z>o v i pom^y^ i 

fSftS 1 0-8MJ; ySS^W«Sit3X i 0-« 

■C**£l£*3*Lfc. t hjS 2 -T KUtv-^Uj^ 
-CD C5fe«BK^J- S - L - L £*K£fifc* fritz*?* h 
giftt'fcl)Ph-NHCO-SLL-OEtlil so 

iZcfcSme^TSJBS^afellJRJS* 1 X 1 0^M~1 X 1 O 
^M<DtSit*SI-ftSLt»»IL, 1X10-5MW1 
tH4»*l»**^lfe. 817, 1 8U:^ 

|$Ph-NHCO-SLA-OEt (12 1 7). P h - 
NHCO-SLV-OEt (018) 1*1 X1 O^M- 
1 X 1 O^M0);sj£T*V I PlZ&Ztem&.fc&fr'ffrl- 
IWILfcoSffifflll TT Lt^ttf^ft I 
gfflj&^Q aft* bLaA^Mill 1 L-8 Uir^^— CD® 

-8 -<Di&m*&mf£%i\~Ti*z>mfefc&wiL 

Ltzo MfrWzl*^ HEK2 9 3»h I L-8B 
receptor (h I L-8BR) CcDNA^pE 
Fn e o^ffil^^AL, h I L-8BR/)^I^I 

jfcF*jC Bl+<D*:%te±g-tfWl&£tlt~fi < * pEFneo 
<DH%m ALtzmffelth I L-8 £»flDLTt,«BJI&rtC 

£ D M EM, 1 0%FCS, 1 — V l J >-X h lsZ? 
h7^fv> (GIBCO-BRL *!£&) . G 4 1 8 6 0 O u g/ml 
*T*2 6 Oml^O^Xa^T-iS&L. ISI^con f I 
u e n t IZte^tztZ^Vmmz&Ltzo i£tfe£U&3IL 
7i&5ml P BSt'^Ls 5*/MFura2-AM(H 
EPESbuf f e r) CT3 0^>^a^-V3> 
Lfco PBS 5m|-CSft»L, h *J ?> >#Uia>& 8 . 
5mlCDHEPES buffer 3: J)D T 'fr ( 1 O OO 
rpm x3min)L. -byft£J£l>t::o 4# htitzftftffelz 5 ml (Z) 
5/iM Fura2-AM (HEPES buffer) 
^iD^SU^^Vya >Li'^>f2-^ (1. 5 
ml) fziml-^o^Ltco ::!:HEPES bu f f 
e r {Z^m^tzV->Zf)Vit^^ (1% DMSO) 

*D(10jil)L. 37ttIi:30^>^aK-v3> 
Lfcp ^(D&g'OC 1 OOOrpm x 3min) LT±;ft£R££ 
HEPES buffer 1 ml SAP 
3 >Ltc„ I^Ml/H E P ES buffer (Cjgfl? 
LtzV>Z? frits® ( 1 % DMSO) £&JD(1 O /i I 

-otzo mifeftc a2+G>m&\z\*a*wtttc a f- 1 

LSA<6 3 7ti:ftaLtU£*ff ofe„ 3 8 0. 3 4 



is synthesized on basis ^fceC-terminal arrangement - S - L - V 
of hurmn VIP receptoWPending on concentration in rangeof 
1 XI 0-7M to 1 XI OMM, controled relaxing reaction of 
tracheum smooth muscle with VIP , showedthe marked 
supression effect with 1X10-5 M or more. As on one hand, 
shown in Figure 13 ,14, V of C-teminalthe peptide derivative 
Ph-NHCO-SLA-OEt(Figure 13) andPh-NHCO- SLL- 
OEt(Figure 14) which are substituted in A and theL with 
concentration of 1X10-7M to 1X10MM controled relaxing 
reaction barely with the VIP . As shown in and Figure 1 5, 
peptide derivative Ph - N HC O - SLV - OH which does 
notadrrinister decoration of C-terninal in order to make 
intracellular takein almost did not control relaxing reaction of 
VIP. Working Example 42 With SLL derivative control of 
isoproterenol induction brorchocxnistri ction Isoproterenol(lso) 
operating 2 - adding L" nadic receptor, induces 
therelaxation of bronchium In place of VIP relaxation 
supression effect of compound was measuredwith method which 
is similar to Working Example 41 making use of Iso. As shown 
in Figure 16, Iso tracheum smooth muscle from 10-8M 
relaxing inthe concentration dependent, showed maximum 
reaction with 3X1 0-6. Ph - N HC O - SLL - OEt which is a 
peptide derivative which is synthesized on basis oftheC- 
terninal arrangement- S-L-Lof hurnan 2 - adding L' 
nadic receptor depending on theconcentration in range of 1X10- 
7Mto 1X10-4M, controled relaxing reaction of tracheum 
smooth muscle with thelso , showed marked supression effect 
with 1X10-5 M or more. As on one hand, shown in Figure 
1 7 , 1 8, L of C-terrrinalthe peptide derivative Ph - N HC O - 
SLA - OEt(Fi gure 1 7) and Ph - N HC O - SLV - OEt(Fi gure 1 8) 
which are substituted in A and theV with concentration of 1X10- 
7M to 1X10-4M controled relaxing reaction barely with the VIP . 
In order to inspect influence of the compound of this inventi on 
for function of the Working Example 43 With TIL 
derivative control of IL - 8 induction intracellular Ca taking in 
IL - 8 receptor, cell line which gene of human IL - 8 receptor 
high hasbeen revealed was established Concretely, cDNA of 
hIL - 8B receptor(hIL - 8BR) was introduced in HEK293 cell 
makinguse of pEFneo, hIL - 8BR stable high acquired cell which 
isrevealed As for this cell when it is adapted, rise where 
intracellular Ca2+ islarge was observed, but, cell which introduces 
only pEFneo wasadding hIL - 8, as for intracellular Ca2+ polar 
little rise only could lookat hIL - 8. cell in DMEM ,10 % FCS , 
1 % permicilin - streptomycin (CH BC OBRL supplied), 
G4 18600 gfai was cultured next in flask of 260 rri capacity, 
almost it was a place where it becomes confluent and it offered 
toexperimsnt. After absorbing culture medium, you washed 
with 5 ml PBS, 3 Onin incubation didwith5 MFura2- 
AM(HEPES buffer) . You washed with PBS 5 ml, centrifugation 
(1000 rpm X 3 nin) you did including HEPES buffer ofthe 
rear 8.5 ml of trypsin treatment, excluded supernatant, 
suspension it rmdeagain cell which is acquiredincluding 5 M 
Fura2 - AM(HEPES buffer) of 5 ml and at a time 1 ml aliquot 



ISTA's Paterra(tm), Version 1 .5 (There may be errors in the above translation ISTA cannot 

be held liable for any detriment fromitsuse. WWW: http://ww.intlscience.com Tel:8(XM30-5727) 



P.59 



JP 9701 1091S Machine Translation 



0nmX-Wl1£\~tzt$<D5 1 Onm^ij^S'J^ L , 3 4 Onm 
T<m$£Ltzk£0)m&. 3 8 0nm«Lfctt©iT? 
fiJofctiO)**l>y»^C a2*(DSit?Lfc. fflteSjKjft 
£ gill:: -fey h LT^b^- *tfMil#&*>^< <D£*#o 
ThIL-8 (fta^»WRBfJ:y)BIA) 10 0nM£l 

LT 1 »8Sa«Lfc. «S»7*1 0% T r i t o 
n x100^10/i I *-<D<b SEC: 

|3M EGT A£ 1 5 ju I jDifeBSOttSfflL^TMIte 
nCa2*(D*aitStt»i:«*:y#«>fe. W&tlfce** 



didin ^ *v pincher 4> -^1 .5 ml ). Addition (10 I ) it did 
sample conpound (1 ( ?^^MSO) which is melted in HEPES 
buffer here,furtherrnore .5 0 nin incubation did with 37 °C 
after that centrifugation ( 1 000 rpm X 3 nin) doing, excluding 
supernatant again thesuspension it did including HEPES buffer 
lrri. Addition(10 1 ) it did sample compound (1 % 
DMSO) which again is melted in HEPES buffer here,left in 5 - 
10 nin room temperature, measured intracellular Ca2+. Jasco 
Corp. (DB 69-1 15-0700) corporation CAF - 100 was used to 
measurement of intracellular Ca2+. It rmraifactured at 
description above, while inserting broth 1 ml of the cell in 
cuvette which inserted stirrer bar of miniature, agitatingthe 
liquid teirperaUre-tolding doing in 37 °C, it measured When 
excitation doing with 380,340 nm, 510 nm fluorescence was 
measured, when theexcitation doing with 340 nm, when 
excitation doing value, with the380 nm, those which are divided 
at value were made changing of therelati ve Ca2+. After setting 
cell broth to equipment, waiting for fact that valueof base 
settles, there is not a 10 1 cuvette making use of 
nicrosyringeadding, 1 nin extent you observed hIL - 8 (From 
irrrnunity organi sm research laboratory purchase) 100 nM 
After observation ending 10% Triton X 100 10 lwas 
added, when value ofthat time furthermore after that 15 1 
adding 3M EGTA, makinguse of value absolute value of 
intracellular Ca2+ was sought with calculation, result which is 
acquired is shown in next table. 



It&Smm* (M) ?BB5rtCa 2i (nM) |BW GO 
0 177 
10" 8 155 12. 4 

7 9 5 5. 4 



*(t^liPh-NHCO-TTL-OE t *r«B 



t h I L-8BU-b^^-<DC^^IB^iJ^t,i:fZT ? -»f 
^^^nfcPh-NHCO-TTL-OEtli, thl 

SJ6«4 1 tmmo^^x-v I PR»«S3E3fe«0Mt£ 



On basis of C-terninal arrangement of human IL- 8B receptor 
Ph - N HC O - TTL - OEt which thedesign is done obstructed 
intracellular Ca2+ taking in with IL - 8 of the human IL - 8B 
receptor gene trans ~? ^1 Tang jp7. In place of bronchium 
of Working Example 44 Control of VIP induction 
bror^hoconstriction of SLV derivative (2) Cavia (guinea pig) 
with method which issinilar to Working Example 41 making 
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zvmshmzmm Ltz 0 ^fe- nhco-sl 
#Lfco mm<or$$hi*si*r$t l, ^<dt y r © a e - 

H e p e s^X2-3lHl^;f ^trotco «S*3fc«U: 



use of rat bronchi urn s^^sion effect was measuredwith 
compound of\^PindSlronbronchiurnrelaxatioa With Ph- 
NHCO- SLV - OEt before 1 5 mm after deal ing with VIP 
wasprescribed under existing, interval of experiment made 5 
man, washed 2 to thrice with Tyro de - Hepes liquid result is 
shown in next table. 



{t£r%l%gg (M) 



0 



10 0 



1 0 



-6 



6 2 



1 0 



-5 



1 2 



1 0 



-4 



1 4 



itt Zo 7 l VhVl Pl/t^- 0)C^*iBlE5U-S-L- 
VZglZ'SfZZtltzUT Kill*f^Ph-NH C 
O-SLV-OE tliV 1 P\Z&Z>=ry h%. 1 g I ¥-7%1&<b 
3fe*S&JE£ 1 x 1 O^M- 1 X 1 O-tWMD&fflX'MMlZ 
WlLtzo ^^F^H 4 5 N - (2. 7 5. J 7 Z 

73;u7H^jl— l--eu ju- l-p^->;u- l-/<u 

> ( ( 2-N Ho ) Ph-NHCO-SLV) <DfE§2 3£ 

JE^]2 3 tm&izLX* o- 1 -^^;u- L--tr «;;u- 

- hP7i-;M Vv7^- h£&J££trN- (2 

hD7i3) t s y *;utH— ;u-o- t -^ju- i_ 
-b'JiU-L-P'fv;i/-L-/< , J>- t -^finx 

5/ *jutK-;u-o- t -^;u- L— tz 'J l -n 

^ L-/< 1 ) >- t -^fJUXfJK:Lf;i, £ 

bf^T FAt^lt^CtlCcfcotlWit* l»N- (2 
-7S/7i-iH T ^ y ±))l>K=-)i>- L — fe U — L 
-P^ VVU- L -A 'J > ( (2-NH 2 ) Ph-NHCO 
-SLV) ) &%tzo FAB-MS (m/z) : 45 
2 (MH*) o 1 H — N M R ( 6 , CD3OD) : O. 
93 (12H, m), 1. 65 (3H, m). 2. 15 
(1H, m) . 3. 77 (1H, dd, J = 1 1 . O, 
7. 7Hz), 3. 86 (1H, dd. J = 11. O. 
7. 5Hz) , 4. 29 (1H. m) . 4. 37 (1H 
. m) , 4. 53 (1H, m) , 7. 15-7. 3 (4 
H. m) o m m±£ N- (3-75^71^) 7 

^jutK-;u- L--t?»J ji- l-p^->ju- L-/*'J 

V ( (3-NH J Ph-NHCO- SLV) CDfB$& 51 
JS0IJ4 502-- hP:7x=JU-f Vv7^- hCDft^y 
iz, 3 - - h P 7 1 -M V v7^~ h H«Mz 
%±m?Z>Zt{z£-DXBftt'rZ>N- (3-75>7i 
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-){,) T £ J ^;U7fC-;u- L — b 'JJU- L -P-f vJU- 

L - / N »J > ( ( 3 - N H 2 ) P h -^fcp O - S L V ) ) 

$|f : „ FAB-MS (m/"z)^K52 (MHO e 
1H-NMR (<5> CD3OD) : 0. 9 5 (1 2 H. 
m) , 1 . 6 5 (3H, m) , 2. 15 ( 1 H. m) , 
3. 74 (1H, dd, J = 1 1 . 0, 6. 1 H z ) , 

3. 87 ( 1 H, dd. J = 1 1 . 0. 5. 5Hz) , 

4. 29 ( 1 H, dd, J = 6. 1, 5. 5 H z ) . 4 
40 (1H, t, J = 5. 5 H z) , 4. 52 (1H 

, m )\ 6. 88 (1H, d, J=7. 9Hz) . 7. 
14 (1H, d. J = 8. 5Hz), 7. 34 (1H, 
dd. J = 7. 9 H z ) » 7 . 6 9 (1 H. s) „ 
fill 4 7 N- (4-7 ?V7iZJl/) 7S^^z;U 
-L-t?'J/l>-L-a-fy^-L-A'J> C (4-NH 

) p h - N Hco-sLv) <r>mm ^4502- 

[Z^oTEft^f&N- (4-7S;7i^) 75/ 
^t^U- L-fc'<Ul/- L-P-f L-/<'J > ( 

(4-NH 2 ) Ph-NHCO-SLV) ) F 
AB-MS (m/z) : 4 5 2 (MHO • 1H-NM 
R (<5 , C D 3 OD) :0. 9 5 (1 2 H. m) , 1 . 6 
5(3H, m) t 2. 15(1H, m),3. 74(1 
H. dd, J = 1 0. 4, 6. 1 H z) . 3. 86 (1 
h! dd, J = 10. 4. 5. 5 H z) , 4. 29 (1 
H, dd. J = 6. 1. 5. 5Hz) , 4. 38 (1H 
, t, J = 5. 5Hz) , 4. 52 (1H. m) , 7. 
23 (2H, d, J = 9. 2Hz) , 7. 51 (2H, 
d. J = 8. 6Hz) oSIMii N - (2- CL- 
f>L* H JUT * J ) 7j^) 75 ; ^JU7tCn;u- L- 
•fr'J JU- L-PW vvJU- L-A'J 1/ (2- (Glu-N 
Ph-NHCQ-SLV) <PH1* £1601 4 5 "C» 

^ftfc N - (2-75; y 7i^ ^jutf- 

O- t — L-* trU^U- L-P-f vJU-L-/<'J 

>- t -^f JHXfJl/i:N-Bo c - L-7)ls5 
B _ r _ t -^f;nxf;^^CT2 2 ^f^4il^^^ 

L/i«. TFAT?«at*cttJ:ys»i:r4N- c 

— ;u-L--b i ;il — L-P-Y S^U-L-/<U> (2- ( 
Glu-NH) Ph-NHCO-SLV) Zfttz* F 
AB-MS (m/z) : 581 (MHO o 1H-NM 
R ( <5 , CD3OD) : 0. 9 3 (12H, m) , 1. 6 
5 (3 H. m) , 2. 1 5 (1 H, m) . 2. 2 5 (2 
H. m) , 2. 57 (2H, m) . 3. 79 (1H, d 
d. J = 10. 4, 6. 1 H z) , 3. 88 (1H, d 
d. J = 10. 4. 5. 5Hz) , 4. 19 (1H, t 
, J=6Hz) , 4. 27 (1H, t. J = 5. 5Hz 
) . 4. 3 8 ( 1 H, t, J=5. 5 H z ) . 4. 50 

(1Hi dd# J = 10. 5Hz). 7. 22 (2H. 
m) , 7. 38 (1H. m) , 7. 61 (1H, m) 0 

mmm 4 9 m- rs- a -f^* == jursy) ?x 

L^'Jl/ fa - (Gl u -NH) Ph-NHCO-S 



ISTA's Paterra(trrO, Version 1 .5 (There may be errors in the above translation ISTA cannot 

be held liable for any detriment fromits use. WWW: http://www.intlscience.com Tel: 800-430-5727) 



P.62 



JP 97011091S Machine Translation 

(3 ~t ^ y y x -;u) 7$;^ A^Pju - o - t - ^ 

L--trM ;u-L-o-f ->;i — l-/<u>- t 
^jux*7^£3S«S«4 8 <t [hJ^Icn-b o c - L - ^ 
5 r - t -^fjuxfj^^^t, 

irT^N- (3- (L-<f)V* 5^75; ) 
72 / ^JUTj-;-^- L--iz'J;U- L-Q>f vJU- L -A 
g> (3- (Glu-NH) Ph-NHCO-SLV) 
£^#fCo FAB-MS (m/z ) : 5 8 1 (MH*) D 
1H-NMR {6 y CD 3 OD) : 0. 94 ( 1 2 H, 
m) , 1. 65 (3H, m) „ 2. 18 (3H, m) , 
2. 52 (2H, m) „ 3. 71 (1H. dd, J = 1 
0. 4, 6. 1 H z) . 3. 86 (1H, dd, J = 1 
0. 4. 5. 5Hz) . 4. 02 ( 1 H, t, J = 6H 
z) . 4. 28 (1H, m) „ 4. 39 ( 1 H, t, J 
= 5. 5Hz) , 4. 5 2 ( 1 H, dd, J = 1 O. 5 
Hz) . 7. 08 (1H, d. J=8Hz), 7. 23 
( 2 H . m) , 7 . 7 8 ( 1 H , s)„ 3£1&ffl 5 0 _£i 

- (4- (L-^JU^SJU75y) ^x-/U) T^Jf> 
)\.7£-)b- L --t? U L - P -< i>JU- L 'J > (4 

- (Glu-NH) Ph-N HCO-SLV) <P«g 

SIJ6W4 7-e*IWi*i:L-Cff 6*ifcN- (4-75^7 
x-;u) r = y ^;ut|-C-;u- o- t — Zf^Jl— l — -tr 'J 
;u- L -Pf vju- L -A'j >- t -^f;u^f Ji/^ 

(4- (L-^l/^Sil/TS;) 37x-JU) 75/*^ 
/tf:=jU- L-t'J^- L -D*f v;U- L-A'J > (4 - 

(G I u-NH) Ph-NHCO-SLV) &'&tz» 
FAB-MS (m/z) : 581 (MHO 0 1H-N 
MR (6, CD3OD) : 0. 95 (12H. m) % 1. 
55-1. 8 (3H. m) , 2. 20 (3H, m) . 2 
. 53 (2H, m) , 3. 73 (1H, dd, J = 1 0 
. 4, 6. 1 H z) . 3. 86 (1H. dd. J = 1 O 
. 4, 5. 5Hz) » 4. 01 (1H. t, J = 6. 1 
Hz) . 4. 28 (1H, d, J=6. 1Hz). 4. 
38 (1H. t, J = 5. 5Hz), 4. 52 (1 H. 
dd, J = 9. 8, 4. 9Hz) , 7. 36 ( 2 H, d 
, J = 8. 5 H z) . 7. 48 (2H. d. J = 8. 5 
H z) o SMI® 5 1 N- (2- (N-7-fe^^-L- 

Vjufr HjuT^y) -yjL-)^ t £ y ^;utK~;u- l- 

H?U;U-L-a^->JU-L-/<U> (2- (AcG I u 
-NH) Ph-NHCO- SLV) <PiB» ^4 8 
ON-Bo c - L-^OU* S r- t -^f)HX 

fJK^ft^y fCN- A c - L-<f)ls$ S r- t - 

<bt-^ N - (2- (N-T-tr^U- L-^JU* 5M>75 

y ) 37 i r s y ^;utH-;u- l — tr u l -p 

-f ->;U- L > (2- (AcGlu-NH) Ph- 
NHCO-SLV) Zfttzo FAB-MS (m/z) 
: 6 2 3 (MH*) 0 1 H — N M R (5, CD 3 OD) 
:0. 92 (12H, m). 1. 6-1. 8 (3H. m 
) % 2. 07 (3H. s) % 2. 0 5-2. 2 0 (3 H 
, m) „ 2. 51 (2H, m) , 3. 76 (1H, dd 
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, J = 1 1 . O. 5. 5 H z ) * 3. 88 (1H. dd 
, J = 11. O, 5. 5Mz) ,A25 (1H, t, 
J = 6. 1Hz). 4. 35 (2^^m) „ 4. 5 3 ( 

1H, dd, J = 1 O. 4, 4. 9 H z ) . 7. 06 ( 
1 H. dd. J=6. 7, 7. 9Hz), 7. 21 (1 
H. dd. J = 6. 7, 7. 3Hz)h7. 31 (1H 
, d, J = 7. 9Hz) , 7. 79 (1H, d. J = 7 
. 3 H z) o 5 2 N - (3- ( N-T-te^JI/- 

L-t'J^L-D^vil/--L-/^J ^ (3- (AcG 
I u-NH) Ph-NHCO-SLV) (DM® SBlfeM 

49(0N-Boc - L-2^i/* s >6t- r - t -:7^;u 

@tt£"f£N- (3- (N-T-fe^U- L -<f;U* 5 JU 

75;) ?x-;u) 7 5/ *^-^-l- tr'j;u-L 

-D^v;i/-L-/^'J> (3- (AcGlu-NH) P 
h-NHCO-SLV) £*#fc«> FAB-MS (m/ 
z) : 6 2 3 (M H *) „ 1 H — N M R (5, C D 3 0 
D) :0. 95 (12H. m), 1. 6-1. 8 (3H 
, m) * 2. O (1H. m) , 2. 01 (3H. s) , 
2. 15 (2H. m) , 2. 42 (2H, t. J = 7. 

3 H z) . 3. 73 (1H. dd, J = 10. 4, 5. 
5Hz) , 3. 85 (1H, dd, J = 10. 4. 5. 
5Hz) , 4. 28 (1H, m) , 4. 39 (1H, t 
, J = 5. 5Hz) . 4. 50 (2H, m) , 7. 18 

(3H, m) , 7. 6 4 ( 1 H, a) „ gjfeffl 5 3 N. 

- (4- (N-T+T^JU- L->yiU» *Jl,T 5^ ) 7x 
-)\,) T ~ S -h JUtK-JU- L --t? U JU- L - P ^ »>JU- 
L-A'JV (4- (AcGlu-NH) Ph-NHCO 

- s l v ) <nmm mmm soidn-boc-l- sou 
* a>S£-r- t - ^^^xx^;KDftt>y I-n- a c 

H«(z«iar*ci:ic<kyiWi:-r*N- (4- cn- 

;U?K-;U- L-t'J^- L-D-f v;U- L > (4 

- (AcGlu-NH) Ph-NHCO-SLV) 
tz* FAB-MS (m/z) : 6 2 3 (MH*) „ 
1H-NMR (6 % CD3OD) :0. 95 (12H, m 
) . 1. 6-1. 8 (3H, m) . 2. 0 (1H. m) 
, 2. 01 (3H, s) . 2. 15 (2H. m) , 2. 
42 ( 2 H, t , J = 7 . 3Hz). 3. 73 (1H, 
dd, J = 1 1 . 0, 5. 5Hz) , 3. 85 (1H. 
dd, J = 1 1 - 0, 5. 5 H z ) « 4. 27 (1H, 
d, J = 6. 1 Hz) , 4. 37 (1H. t. J = 5. 
5 H z ) . 4. 47 (1H, dd. J=8. 5, 5. 5 
Hz), 4. 52 (1H, dd. J=9. 8, 5. 5H 
z), 7. 32 (2H. d. J = 9. 2Hz), 7 . 4 

4 (2H. d. J = 9. 2Hz) oSfflM N — ( 
4-> 7ZS± Jl^- Jl- L U 
-L-P^Vil L-/<U> C (4-M eO) Ph-N 

hco-s l v) qmm mtt« 1 kmmzmto±&iiL 
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*H\ JUMlBtBUlCflMU M&t-T&N- (4- 

-P-f ->;U- L-AM > ( (4-lv^O) Ph-NHC 
O-SLV) J^l/co FAB-MS (m/z) : 46 
7 ( M H + ) o 1H-NMR ( <5 % CD 3 OD) : O. 
95 (12H, m), 1. 6-1. 8 (3 H, m) , 2 
. 15 (1H. m), 3. 72 (1H, dd, J=10 
. 4. 6. 1Hz), 3. 75 (3H, s) „ 3. 84 
(1H. dd, J = 10. 4, 5. 5Hz) , 4. 28 
( 1H , d. J = 5. 5 H z) , 4. 37 (1H. t, 
J = 5. 5 H z ) . 4. 51 (1H. dd. J = 9. 8 
4. 9Hz). 6. 83 (2H. d, J = 8. 6Hz 
) , 7 . 2 4 ( 2 H, d. J = 8. 6 H z ) e g gffiW 5 
5. N-K>y;UT £ J j])l7^-)l~ L — bU fr-L- 
□ ^->JU-L-y\'J> (B n-NHCO-SLV) (Pill 

IZJRJE* ftftt^ N >v^7 s y *;utK=ju- l - 
U >L/ - L - P-f ~>JU- L - A 'J > (Bn-NHCO- 
SLV) FAB-MS (m/z) :451 ( 

MHO o 1H-NMR (5, CD 3 OD) : O. 94 
(12H, m). 1. 6-1. 8 ( 3 H , m). 2. 1 
5 (1H, m) . 3. 68 (1H, dd. J = 10. 4 
, 6. 1 H z) . 3. 80 (1H. dd. J = 1 O. 4 
, 5. 5Hz) . 4. 28 (1H. d, J = 5. 5Hz 
) , 4. 31 (2H, s) , 4. 34 (1H, t . J = 
5. 5Hz), 4. 50 (1H. dd. J = 10. 4. 
4. 9Hz), 7. 21 (1H, m). 7. 28 (4 H 
, m) o gffiffl 5 6 N- (4-7 -t?^JU7x^) 7 
g J ±)\,tt-)\,- L--EU ib- L-D^^-L-^'J 
V f (4-Ac) Ph-NHCO-SLV) <PfJ3M 4 
-7-bf^7x-^-f Vv7^-h^fflt\ 4 
£E)*§lzjRj££fTfci^ N- (4-Tir^^^x-;u) 
7 a yh)i,7^—)v- L--t?»j;u- l -p-f vju- l -/< 

U > ( (4-Ac) Ph-NHCO-SLV) ^t; 0 

FAB-MS (m/z) : 4 7 9 (MH+) „ 1H- 
NMR (6\ CD3OD) :0. 95 (12H. m) . 1 
. 6-1. 8 (3 H. m) . 2. 16 (1H, m) , 2 
. 54 (3H. s), 3. 74 (1H. dd, J = 10 
. 4, 6. 1Hz)s 3. 87 (1H, dd, J = 1 O 
. 4. 5. 5H z) % 4. 2 9 (1 H, d, J = 5. 5 
Hz), 4. 40 (1H. t. J =5. 5 H z) . 4. 
52 (1H. m) . 7. 51 (2H. d. J = 8. 6H 
z) , 7. 91 (2H, d, J = 8. 6Hz) 0 ^WM 
5 7 N- (4-7xy^v7x_JU) 7 S y ^3 )[stH — 
JU- L--tr'JJU- L-P^ v>JU- L-AU1/ C C4-P 
hO) Ph-NHCO-SLV) CDDIM 4-7i/^ 
v7i-MV>7^-h», ^J£0U5 4£(3<£fz 
&J6£*rfcV* N- (4-7i^v7x-il) 75; 

a;u?tc^ji — L--trM;i'-L-D*f v;u- l-/<v > ( 

(4-PhO) Ph-NHCO-SLV) £^fc«> F 
AB-MS (rri/z) :4 7 9 ( M H *) 0 1 H — N M 
R (<5 „ CD3OD) :0. G4C12H. m)«1. 6 
-1. 8 ( 3 H . m) , 2 . 15 (1H, m) , 3. 7 
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4 (1H, dd, J = 1 O. 4, 1Hz), 3 . 8 

6 (1H, dd. J = 1 O. 4, H z) . 4. 2 

6 (1H, d, J = 5. 5Hz) 74. 38 (1H, t 
J = 5. 5Hz), 4. 51 ( 1 H, dd, J = 1 O 
4. 4. 9Hz) % 6. 92 <4H, m) , 7. OS 
(1 H , t, J = 7. 3Hz), 7. 31 (2H, t. 
J = 8. 5 Hz) . 7. 35 (2H. d. J =9. 2H 
z) o $1^5 8 N - (5-lh^V^;i/t^> 

I -/<U > (FtOCO (CH o) 5 -NHCO-SLV 

v^;utK-;u^>^;u) 7£>*i^-^ - L--fe ;u 

-L-P-fvJl/-L-/^J> (EtOCO (ch 2 ) 5- 
NHCO-SLV) &mtzo FAB-MS (m/z) 
: 5 0 3 (MHO o 1 H — N M R id s CD 3 OD) 
:0. 94 (12H, m) , 1. 2 4 (3 H, t, J = 
7. 3 Hz) , 1. 35 (2H, m). 1. 48 (2H 
m) , 1 . 55-1. 7 5 (5 H. m) « 2. 15( 
'l H. m) . 2. 3 1 (2H. t. J = 7. 3Hz), 
3. 11 (2 H, t, J = 7 . 3H:) , 3. 6 6 (1 
H. dd. J = 10. 4, 6. 1 H z) . 3. 78 (1 
H. dd, J = 10. 4, 5. 5Hz), 4. 10 (2 
H, q) , 4. 30 (2H, m) , 4. 49 (1H, d 
d, J = 9. 8. 4. 9 H z ) o £&& 5 9 

I -/^|J> (PhCQ-N HCQ-SLV) ^ 

ijjU- l -P-< vJU- L > (PhCO-NHCO 
-S L V) £3ifc 0 FAB-MS (m/ z ) : 4 5 1 
(MH + ) o 1 H — N M R (6. CD3OD) : O. 9 
5 (12H, m). 1. 6-1. 8 (3H, m), 2. 
17 (1H, m), 3. 8 O (1 H. d d, J = 1 1. 
O. 5. 5Hz). 3. 92 (1H. dd, J = 1 1. 
O, 4. 9Hz) , 4. 29 ( 1 H. d, J = 5. 5H 
z) % 4. 5 2 (2H, m) . 7. 5 1 (2H. t, J 
= 7. 9Hz). 7. 6 2 (1H, t. J = 7. 3Hz 
) , 7. 9 2 (2 H. d. J=7. 3Hz)o ^ffiffll 6 
_0 N — C3 K D"^i- )^ 75; ^^UTt-C-jU-L 
— -t? 1 J JU — L — □ --C "> — t -/<U1/ C (3-NOo) P 
h-NHCO-S L V) <Dm& 3-^hPZ7x— ;U>f 

, N- (3- — hD7i-^) 75/ *JU7t*=JU- L- 

-tg;u-L-p^v;u-L ( (3-no 2 ) Ph 

-NHCO-SLV) $'&tZo FAB-MS (m/z 
) : 4 8 2 (MH*) . 1 H-NMR ( <5 . CD3OD 
) :0. 95 (12H. m). 1. 6-1. 8 (3H, 
m), 2. 16 (1H, m),3. 76 (1H, dd, 
J = 1 O. 9, 5. 5 H z) . 3. 87 (1H, dd, 
J = 1 O. 9, 5. 5Hz),4. 29 (1H. d, J 
= 5. 5Hz) , 4. 40 (1H. t, J = 5. 5Hz 
) , 4. 53 (1H, dd, J=9. 8. 5. 5Hz) 
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. 7. 4 7 (1 H. t. J = 7 -Mp z) . 7. 6 2 ( 

1H, dd, J=7. 9, 1. ) , 7 . 8 2(1 

H, dd, J = 7 . 9, 1. 8 H z ) , 8. 46 (1H 
, t. J = 1 . 8Hz) oSMLLi N~ (2-= h 
az>^-)i,) t l -i? U ;u- l - p 

->JU- L — / \ U > ( (2-NO J Ph-NHCO-SL 
V) (Omm. 2--hP7i-MVv7*-h*iL> 
, H^J5 4<b(H]^l3SJS$^^l^ N — (2--KQ 

7x^;u) r s y l --tr 'J ju- L-a-f •> 

;U-L-/\*'J> ( (2-N0 2 ) Ph-NHCO-SLV 
) FAB-MS (m/z) :4 8 2 (MH f ) 

1H-NMR {d % CD 3 OD) : O. 95 (12H 
, m) . 1 . 6 — 1. 8 (3H. m) „ 2. 15 (1H 
, m) , 3. 79 (1H. dd. J = 10. 4. 6. 1 
Hz), 3. 84 ( 1 H. dd, J = 10. 4, 6. 1 
Hz) , 4. 28 ( 1 H, d. J=5. 5Hz) . 4, 
39 (1H, t. J = 6. 1 H z ) . 4. 52 ( 1 H, 
dd. J = 9. 8, 5. 5Hz) , 7. 14 (1H, d 
dd, J = 8 . 5, 1. 2, 1. 2Hz) , 7. 60 ( 

1 H, ddd, J = 8. 5, 1, 2, 1. 2Hz) % 8 
. 12 (1H, dd, J=8. 5. 1. 2Hz). 8. 
33 (1H, dd, J = 8. 5. 1. 2Hz) D ^fififrJ 
6 2 N - (4 -^P^E^x^JU) T 5 J ± 
L-i?ij;U-L-a^'>JU-L~/N*'J> ( (4-Br) 
Ph-NHCO -S L V) QMM 4-Z?a*7 

-f V>7*-h*ffli^ SMI5 4i@«i:fitfSR<i: 
n — (4-^q^7i-ji) r a y £ jU7f-;-;u- l 

--tr 'J >U- L - P>f vJU- L U > ( (4-Br) P 
h-NHCO-SLV) £4#/c«> FAB-MS (m/ 
z) : 5 1 5 (MH 1 ) . 1 H — N M R ( S % C D3O 
D) :0. 94 (12H, m). 1. 6-1, 8 (3H 
, m) , 2. 16 (1H, m) s 3. 72(1H, dd 
, J = 1 O. 4. 6. 1Hz), 3. 85 (1H, dd 
, J = 10. 4, 5. 5Hz), 4. 28 (1H, d, 
J = 6. 1 H z) , 4. 37 (1H. t. J = 5. 5H 
z) , 4. 51 (1H, dd, J=9. 8. 4. 9Hz 
), 7. 31 (2H, d. J = 8. 5 H z) . 7. 36 
(2H. d, J=8. 5 H z ) o 6 3 |M ~ (4 

--t?UJU-L-P^->^U-L-/<'J> C (4-EtOC 
O) Ph-NHCO-SLV) (PH3i* 4-Xh^-V* 
;U7|C-;U7x— ;U-f V>7*— h*fflt^ ^JE^l5 4i: 
0«lzJKfc*fj*l^ N- (4-x h^i/*;U7Hzi;u7 
x^;u) 7H> -h)\,-fc=-)\,- L--tr U ;u- L -p-f v;u 

-L-/\*'J> ( (4-E t OCO). P h-NHCO-S 
LV) Zfttzo FAB-MS (m/z) : 509 (M 
H*) o 'H-NMR (<5. CD3OD) : 0. 94 ( 
12H. m) , 1. 37 (3H, t, 6. 7Hz) % 1 
. 6 - 1 . 7 5 (3 H. m) . 2. 15 ( 1 H, m) % 
3. 75 (1H, dd, J = 1C 4. 5. 5Hz) , 

3. 86 (1H, dd. J = 10. 4. 5. 5Hz) , 

4. 30 (3H. m) . 4. 39 (1H, m) , 4 . 5 

2 (1H, m) . 7. 48 (2H, d. J = 8. 6Hz 
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) , 7. 90 (2H, d, J = 8 2m±H z ) „ ^MM3 

A N- (3 -^;u^-d^x-;u^P h i I n 

L--t?'J;U-L-P-<->JU-L-/^Ul/ ( C3-F) P 
h-NHCO-SLV) OMM 3-7iltD7i3 
*fVv7*-h£ffll\ 5llfi«5 4£E«lcJRfc*fifc 

in, n — (3-7ii/tQ7i3) r s y ^;u7f;-;u- 

L-b'J;i/-L-P^v;i/-L-A'iJ> ( (3-F) P 
h-NHCO-SLV) £*#fco FAB-MS (m/ 
z) : 4 5 5 (M H *) . 'H-NMR ( 6 . C D 3 0 
D) :0. 95 ( 1 2 H. m). 1. 6-1. 8 (3H 
. m) . 2. 1 5 (1 H. m) . 3. 7 2 (1 H. d d 
, J = 1 1 . O. 6. 1Hz). 3. 86 (1H. dd 
, J = 1 1 . O, 5. 5Hz) , 4. 27 (1H, br 
d, J = 5. 5Hz) % 4. 37 (1H, t. J = 5 
. 5Hz) , 4. 51 (1H. dd. J = 9. 8, 4. 
9Hz), 6. 67 ( 1 H, dd, J = 7. 9. 6. 7 
Hz) . 7. OO (1H, d. J=7. 9Hz) , 7. 
21 (1H, dd. J = 11. 6. 6. 7Hz). 7. 
35 (1H, d. J = 1 1 . 6Hz) 0 gffiffl 6 5 N_ 

- o-; h»v7i^) 75; *»;u7K-;u-L— tr 

'JJb- L-P^~>JU-L-/*'J1/ ( (3-MeO) Ph 
-NHCO-SLV) g)HaM 3->h*v7i-M 
Vv7*-htll\ HJS0H5 4 ±:E)*f(::&££*7#l* 
% N- (3-n^rv7i-;H T £ J±)\,i£—)\,- L 
-Ir'JJI — L-P-f 5/JU-L-/<y> ( (3-MeO) 
Ph-NHCO-SLV) £*#fco FAB-MS (m 
/z) : 46 7 (MH*) <> 1H-NMR (5, CD 3 
OD) : O. 95 (12H, m) , 1. 6-1. 8 (3 
H. m) . 2. 15 (1H, m) , 3. 73 (1H, d 
d, J = 1 0. 4, 6. 1 H z) * 3. 7 6 (3 H. s 
) „ 3. 85 (1H. dd. J = 10. 4. 5. 5Hz 
) . 4. 28 (1H, b r) . 4. 38 (1H, t. J 
= 5. 5Hz) % 4. 52 (1H. dd, J = 9. 8. 
5. 5Hz). 6. 55 (1H. dd. J=7. 9. 1 
. 8 H z) , 6. 83 (1H. d, J = 7. 9 H z ) . 
7 . 12 ( 2 H , m) o 6 6 N- (3-J*^JU 

1 3L =ju) 7 h j ± &M=Jk = l --fr u;u- l-p«Y-> 

J^L-/«J> ( (3 -Me) Ph-NHCO-SLV 
) Pimm 3->W7x-M V>T*— hSffll*, 
8EJfi«5 4£H«(=fiJE*fT«Pl^ N — (3->^^7 

- L > ( (3-Me) Ph-NHCO-SLV) 

FAB-MS (m/z) : 4 5 1 (MHO o 
1 H-NMR {6 . CD 3 OD) : O. 9 5 (1 2 H. 
m) % 1. 6-1. 8 (3H, m) , 2. 15 (1H, 
m) . 2. 28 (3H. s) , 3. 70 ( 1 H, dd, 
J = 1 O. 4, 6. 1 H z) « 3. 85 (1H, dd, 
J=10. 4, 5. 5Hz) , 4. 28 (1H. br) 
, 4. 37 (1H. t. J = 5. 5 H z) , 4. 52 ( 
1H, dd, J=9. 7. 5. 5Hz). 6. 79 (1 
H. d. J = 7. 9Hz) , 7. 12 (2H. m) . 7 

. 1 2 (1 h. s) o ^m mey N - (4-^^;u7 

x -Jl) TZSii JUtK-JU- L - -tr U JU- L - P << 
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- l zzJlll : ' IA r u p 1 co-s lv) 

- t s y * ;u?K— ;u - l --tr ju- l - p *f ->;u - 

L-M*'J> ( (4-Et) Ph-NHCO-SLV) £ 
%tz* FAB-MS (m/z) : 46 5 (MH*) e 
1H-NMR (5, CD3OD) : O. 95 (12H. 
m). 1. 19 (3H, t, J = 7. 3Hz) , 1. 6 
-1. 8 (3 H. m) « 2. 1 5 (1H, m) , 3 . 7 
2 ( 1 H, dd. J = 1 1 . O. 6. 1 H z ) . 3. 8 
5 (1 H. dd. J = 1 1. O, 4. 9Hz). 4. 2 
7 (1H, br) „ 4. 38 (1H, t, J = 5. 5H 
2) , 4. 51 (1H, dd, J=9. 8, 5. 5Hz 
). 7. 08 (2H. d, J =8. 5Hz) , 7. 25 

(2H, d, j = 8. 5 h * ) 0 mmm e a n - (2 
— < v 3fpe;u37xn;u) 7 a y ft ;t,7t-:~ ju- l --t? u 

JU- L -P^ ->;U- L-/OJX(2 -iPr) Ph- 
NHCO-S L V) (PUSSil 2 ->T V tf JU^x-^U 

. N - (2-^ VZfn e^^x— JU) T 5> *JU7T?=JU 

-L-irU^-L-p-f ->;i/-L-/<M> ( (2 - i P 

r) Ph-NHCO-SLV) £*#fc«> FAB-MS 
(m/z) : 4 7 9 (MH f ) 0 1 H — N M R (6 % C 
D 3 OD) :0. 95 (12H, m) . 1. 22 (6H, 
d. J = 6. 7Hz) „ 1. 6-1. 8 (3H. m) , 
2. 16 (1H, m) , 3. 18 (1H, m) , 3. 7 
2 (1H. dd. J = 1 1. O. 6. 1 H z) , 3. 8 
4 (1H. dd. J = 1 1 . O. 5. 5 H z) . 4. 2 
9 (1H, m). 4. 39 (1H. t. J = 5 . 5Hz 
) , 4. 53 (1 H, m) % 7. 13 (2H, m) , 7 
. 2 9 ( 1 H. m) » 7. 40 (1H. m) . ggffcflU 6 

9. n- (2. s-v* ^v^iz^) -rn;±)\,rt 

-Jl - L-*?U JL,- L-P-f ->JU- L-/<U > ( (2. 
5- (Me O) 2 ) Ph-NHCO-SLV) (DlUS, 2 

«5 4fc^«IZJEJ&*fT«:l\ N- (2. 5 - v> 

->^x— ji/) 7 5/*;i/*- ju- L--tr 'j;u- l-p-< 

*>;U- L-/N*'J > ( (2. 5- (MeO) 2 ) Ph-NH 
CO-SLV) &ntZo FAB-MS (m/z) : 5 
1 9 ( M + N a +) o 1H-NMR (tf* CD3OD) 
:0. 93 (12H. m). 1. 6-1. 8 C 3 H. m 
) „ 2. 16 (1H, m) , 3. 72 (3H, s) , 3 
. 75 (1H, m) , 3. 82 (3H, s) % 3. 85 
(1H. m). 4. 27 ( 1 H, m). 4. 38 (1H 
. t. J = 5. 5Hz) , 4. 51 (1H. dd, J = 
9. 8, 4. 9 H z ) . 6. 49 (1H. dd. J = 9 
. 2, 3. 1Hz), 6. 84 (1H, d. J = 9. 2 
Hz) , 7. 70 (1H. d, J =3. 1 H z) 0 SflS. 

mi o n — (3->t; 7xzju) rs-y a;i7t-;-n, 

-L-*UJU-L-P.Y»>Jt,-L.-/<'J> ( (3-CN 
) Ph-NHCO-SLV) (PSiai 3-v7/7i- 

Mv>7*-K*ffli^ zzmms 4 tmrnzELmzfi 
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L--fe M;U- L-O-f — L- > ( (3-CN) 
Ph-NHCO-SLV) £»fc FAB-MS (m 
/z) : 4 8 4 ( M + N a *) „ 1 H — N M R ( <5 , C 
D 3 OD) : O. 95 (12H, m) , 1. 6 — 1. 8 ( 

3 H, m). 2. 16 (1H. m).3. 75 ( 1 H, 
del, J = 1 1 . O, 6. 1Hz), 3. 86 (1H, 
d d. J = 1 1. O, 5. 5Hz) , 4. 29 (1H. 
d, J = 6. 1Hz) , 4. 38 (1H, t, J = 5. 
5 H z) « 4. 52 C1H. dd, J =9. 8. 4. 9 
Hz). 7. 30 (1H, dd, J =9. 2, 1. 2H 
z) . 7. 41 (1H, t, J = 7. 9 H z) . 7. 5 

4 (1H, m) , 7. 9 O ( 1 H , m) o ^t^M\7 1 

±>)\,ft~)\,- L --t? 'J JU- L-D^-i>JU-L-y<'J > ( 
(3-MeOCONH) P h — * N H C O — S L V ) fl)tfi 

3-* h^->*;u7K->uTsy ^x~;u) -r^y*;^ 
— ;u- L -« fe 'j;u- L -p-f *>;u- L-y<U > ( ( 3 - 
MeOCONH) Ph-NHCO-SLV) £#*Co 
FAB-MS (m/z) : 5 3 2 ( M + N a ♦) 0 
-NMR (6 . CD3OD) :0. 94 (12H, m) „ 
1. 6-1. 8 (3H, m) „ 2. 16 (1H, m) . 
3. 72 (3H, s) , 3. 73 (1H, dd. J = 1 
O. 4, 6. 1Hz) , 3. 85 (1H, dd, J = 1 
O. 4, 5. 5Hz) . 4. 27 (1H. br) , 4. 
38 (1H, t, J = 5. 5Hz). 4. 49 (1H. 
dd. J = 9. 8, 4. 9Hz) . 7. 08 (2H. m 
) . 7 . 15 ( 1 H. t, J=7. 9Hz) , 7. 50 
(1H, s) 0 ^fegL7_2 N- (3- h» ;7^q> 
^JU^x-JU) 7$; ft JUtK—JU- L—t? UJU- L -P 
^y/>-L-/<Ul/ ( (3-CF 3 ) Ph-NH CO-S 
LV) <DtB§3 3-h'J7il/tP>fi^i-MVv 

- (3-hU7^tP>f^7x-Jl) z 5 y -h)l,7£- 

;u- L--tu;u-L-p-f ->;u~ L-A'J> ( (3 -C 

F 3 ) Ph-NHCO-SLV) ^^#tco FAB-MS 
(m/z) : 5 2 7 ( M + N a *) „ 1 H — N M R (6 
. CD3OD) :0. 95 (12H. m) , 1. 6-1. 
8 (3H, m) , 2. 1 5 ( 1 H . m) % 3 . 75(1 
H. dd, J = 10. 4, 6. 1Hz), 3. 87 (1 
H. dd, J = 10. 4, 5. 5Hz), 4. 29 (1 
H, d. J = 5. 5Hz) , 4. 3 9 (1 H, t. J = 
5. 5Hz) , 4. 52 (1H. dd. J=9. 8, 4 
. 9Hz), 7. 24 (1H. d. J =7. 9Hz) „ 
7. 41 (1H. t, J = 7. 9Hz). 7. 51 (1 
H, d, J = 7. 9Hz) , 7. 8 4 (1 H. d. J = 
7. 9 H z ) o gffiffl 7 3 N — 1 —ty=f)X>T^;1l 

jutK - ;u- L — -t? u ;u- L - p ^ ->;u- > ( 1 

— N a p — NHCO — S LV) <D«g 1-^^^^«Y 

, N — 1 - t7f Jl/75/^3 JUtK— Jl"— L — ^ yU— L 
-P*f *>;i/-L-/*"J> (1 — N a p — NHCO— SL 
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V) £#*io FAB-MS inMfc) : 5 0 9 (M-h 
Na + ) o 1 H — N M R ( 6\ C^OD) : 0. 94 
(12H. m) „ 1. 6-1. 8 (3H, m) , 2 . 1 
5 (1H. m) . 3. 78 (1H, dd, J = 10. 4 
, 6. 1Hz) , 3. 90 (1H, dd. J = 1 O. 4 
, 5. 5Hz) , 4. 28 (1H, br) , 4. 45 ( 
1H, t, J = 5. 5H:) , 4. 53 ( 1 H, dd, 
J = 9. 8, 5. 5Hz) , 7. 43 (1H, dd, J 
= 8. 5, 7. 3Hz), 7. 50 (2H, m). 7. 
66 (1H, d, J = 8. 5Hz) , 7. 72 (1H. 
d, J = 7. 3Hz), 7. 86 (1H, d, J = 7. 
3Hz) , 8. 05 (1H, d, J = 7. 7Hz) „$ 
MM 7 4 N- (3. 5-y-hP7i>;i/) 7 5 J il 
;UtK~ JU- L --t? U Jl- L-P-Y->;U-L-AU> ( ( 
3. 5- (NO ? ) 2 ) Ph-NHCO-SLV) 0)HSI 
3. 5- V— hD7x-M V ->T*— h*JBl>, 91 
Jt«5 4tB«(CK**fittl\ N- (3, 5-V-h 

p ? x — ;u) r s J -h )is7\i—)i, - l --tr 'J ;u- l - p 

*>*,-L-/*'J> ( (3, 5- (N0 2 ) 2 ) Ph-NH 
CO-SLV) £4#fco FAB-MS (m/z) : 5 
49 (M + N a *) o 1H-NMR ( <5 . CD3OD) 

:0. 95 (12H, m), 1. 6-1. 8 (3H, m 
) , 2. 16 (1H, m) , 3. 7 8 ( 1 H. dd, J 
= 11. 0, 6. 1Hz) , 3. 89 (1H. dd, J 
= 11. O. 5. 5H:) , 4. 29 (1H, m) „ 4 
. 42 (1H, t, J = 5. 5 H z) % 4. 54 (1H 
, m), 8. 54 (1H, t, J = 1. 8Hz). 8. 
68 (2H, d, J=1. SHzJoMIIi N_n 

(3 -7*l*)l>? xr.JU) T 5 J aJU/K— Jl/- L --fr U 
jL-L-PW^n,-L-/<' J:> (3-Ac) Ph-NH 
CO-S L V) gJlia 3-7-t!fil/7i-iM Vv7 
*— im«5 4*B«(=fifc*fiftlv N - 

(3 -T-tr^;u^x^u) rsy ;u-L--tr'j 

JU — L — P VJU- L — / < 'J > ( (3 - A c) Ph-N 
HCO-SLV) £*#fc 0 FAB-MS (m/z) : 
501 (M+Na*) o 1 H — N M R ( <5 , CD3OD 
) :0. 95 (12H. m) , 1. 6-1. 8 (3H, 
m) . 2. 15 (1H, m) , 2. 58 (3H, s) . 
3. 75 (1H, dd. J = 10. 4. 6. 1Hz) „ 

3. 87 (1H, dd, J = 10. 4, 5. 5Hz) . 

4. 28 (1H, d, J=6. 1Hz), 4. 40 (1 
H, t, J = 5. 5Hz) , 4. 53 (1H, dd, J 
= 9. 8. 4. 9Hz) , 7. 38 (1H, t, J = 7 
. 9Hz) , 7. 6 0 (2H, overlapped) ,8. 0 3 

dH, s) o mmmi e n- (4->rv^pen,^ 

-L-/<U> (4-i Pr) Ph-NHCO-SLV) 

<nmm 4-^v^otf^7i-Mvv7^- h&m 
i\ mmrns 4 kmmz&fc%?ji3;i\ n- (4--rv 

^Ptfju^x— ;u) 75 J rtJUTte— ;u- L—tr'J;u- L 

-D-fyjl/- L > ((4-iPr) Ph-NHC 

O-SLV) &&tzo FAB-MS (m/z) : 50 
1 (M + Na + ) c 1 H — N M R ( 6 , CD 3 OD) : 
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0. 9 5 (1 2 H. m) . 1. 2A6H, d, J = 6 

. 7Hz) , 1. 6 - 1 . 8( m) , 2 . 1 5 ( 

1 H, m) » 2. 8 4 ( 1 H. m) . 3. 73 (1H, 
dd, J = 10. 4, 6. 1Hz). 3. 85 (1H, 
dd, J = 10. 4, 5. 5Hz) , 4. 27 (1H, 
d. J = 6. 1 H z ) , 4. 38 (1H. t. J = 5. 

5 H z) , 4. 52 (1H, dd, J=9. 7, 5. 5 
Hz). 7. 11 (2H, d. J=8. 5Hz) , 7. 
26 (2H, d, J = 8. 5 H z ) „ gjfcffl 7 7 N - 

y ^;U7t-C — L --t? 'J JU— L — P W vJU- L-/<'J > 
C 3 - (Pht-NH) Ph-NHCO-SLV) fl)Ul 

m shea 4 e<D*pm»t Lxnzti&u- o-ts 

y y 7S/*;i/t^-o-t-^f;i/-L- 

■tr L-P-< vJI — L-AM>- t -^fJUXf 

JU<t :7*JU3£^E/ t -^fjH^fJl/i: £|gl&^2 2 £ 

cfcij. lfi«)^tl)N- (3- (2 -*;U7t-:*i>'<>X7 

5K) ^x-;i/) r^y 2uu?t<— jv- L--b';;u- l- 

P-f v;U- L-/<»J > (3- (Pht-NH) Ph~N 
HCO-SLV) FAB-MS (m/z) : 

6 00 (MHO 0 1H-NMR ( S % DMSO-d 6 
) : O. 88 (12H, m), 1. 50 (2H, m). 

1. 64 (1H. m), 2. 04 (1H, m) . 3 . 4 
9 (1H, dd, J = 10. 4, 6. 1 H z) , 3. 6 

6 (1 H. dd. J = 10. 4, 5. 5Hz) , 4. O 
9 (1H, m) . 4. 27 (1H. m) . 4. 40 (1 
H, m) „ 6. 41 (1H, d, J = 7. 3Hz) , 7 
. 13 (1H, t. J = 7. 9 H z) . 7. 2 2C1H 
. t. J = 8. 5Hz) , 7. 5-7. 7 (3H, m) 

„ 7. 71 (1H, s) % 7. 86 (2H, t. J = 7 
. OHz), 8. 09 ( 1 H, d, J = 7. 9Hz) , 
8. 8 4 ( 1 H, s) , 1 O. 24 (1H, s) 0 S£ 
8 N — (3-7»J^5K7x-^) T5/*JU 
7hC-;U- L — -i? U JU- L-P^ *>JU- L -/\*U > ( (3 

-phn) -Ph-NHco-sLv) cams* SIM 

7 7CDJ&&I*. N — (3- (2-*;i^v^>X7 5 

K) z> jl—M 75 / iU-L— tr';ju-L-p 

*f L-/<U > (3- (Pht-NH) Ph-NH 

CO-SLV) GlftlZ, N- (3 -7* JU^f 5 K7i- 

;u) 7$; ±»;u7t-;-;u- l — tr l -p-r vji — l 

> ( (3-PhN) -Ph-NHCO-SLV) 
*£JiM«B± LT-5*fc. . FAB-MS (m/z) : 
5 8 2 (MHO o 1H-NMR (6 % CD3OD) : 
0. 94 (12H, m) , 1. 6 5- 1. 7 5 (3 H. 
m) . 2. 15 (1H. m) „ 3. 73 ( 1 H, dd, 
J = 10. 4, 5. 5 H z) . 3. 86 (1H, dd, 
j=10. 4, 5. 5Hz) , 4, 27 (1H. d. J 
= 6. 1 H z) , 4. 38 (1H, t. J =5. 5Hz 
) . 4. 51 (1H. dd. J=9. 8, 5. 5Hz) 
. 7. 05 (1H, dt, J=7. 3. 2. 0Hz) , 
7. 40 (2H, m) % 7. 54 (1H, t, J = 2. 
4Hz). 7. 87 (1H, dd, J=5. 5. 3. 1 
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Hz). 7. 95 (1H, dd. 5. 5. 3. 1H 

z) o mmm7 9 n - o- o -a;u7t-;^v^<>x 

7 5 K) 7x3) 7 5 J ftJUTt-C-JU- L -~t? »J;U- L 
-OW~>JU-L-/<»J> (3- (loht-NH) Ph 
-NHCO-SLV) gUaa 3E1M17 7<D7$UI/M* 

juxfi^ffl^, H«i::*fi£Lfc». 7;u*y*07X# 

8?, *$1>TT F A&Sf £C<hC:cfcoTN- (3- (3 
-^/^v^>X7 5K) ?x-;u) 75-/*^- 
^-L-t'J^-L-D^yjl/-L-/\''J> ( 3 — (I 
pht-NH) Ph-NHCO-SLV) ^if; 0 F 
AB-MS (m/z) : 600 (MHO 0 'H-NM 
R (6 . DMSO-d 6 ) : O . 86 (12H, m) . 1 
. 52 (2H. m) , 1. 63 (1H, m) , 2. 03 
(1H. m), 3. 50 (1H. dd. J = 10. 4, 

6. 1Hz), 3. 66 (1H, dd. J = 1 O. 4, 
5. 5Hz) , 4. 09 (1H, dd, J =8. 5. 6 
. 1Hz) * 4 . 28 (1H. m) , 4. 40 (1H, 
m) , 6. 43 (1H. d. J = 8 H z) , 7. 19 ( 
2H, m), 7. 32 (1H, d, J = 7. 9Hz) . 

7. 65 (1H, t, J = 7. 9 H z) . 7. 84 (2 
H, overlapped) „ 8. 11 (2H, overlapped) * 8 
. 17 (1H, d. J = 7. 9Hz) , 8. 50 (1H 
. s ) , 8. 85 (1H, 8), 10. 35 (1H, s 
) o gffifflLj O N- (3- (4-ill\,rt*i,«>XT 
5 K) 7x-JU) 7$; ^^ T^^iU-L-^UJU-L- 
P^^-L-/<«J> (3- (Toht-NH) Ph- 
N HCO-S L V) CD IBM fU7^l/^^fiH 
*TJU*ffll^ K««7 9£K*U:fiJ£Sm>N-.(3 

- (4-*Jl/t^v^>X75 K) TZSil 
;U/tCr.;u- l - tr u l - n «Y *>ju- L -/< y > ( 3 

- (Tpht-NH) Ph-NHCO-SLV) £4$fc 

FAB-MS (m/z) : 6 00 (MH*) 0 !H 
-NMR (5, CD3OD) : O. 94 (1 2 H, m) % 
1 . 55-1. 70 (3 H, m), 2. 15 (1H. m 
). 3. 74 (1H. dd. J = 11. O. 6. 1Hz 
) . 3. 86 (1H. dd, J = 1 1 . O. 5. 5Hz 
) . 4. 29 (1H, m) . 4. 40 (1H, t. J = 
5. 5Hz) . 4. 53 (1H. m) . 7. 24 (2H 
, m) % 7. 33 (1H, m) . 7. 79 (1H, s) 
, 7. 99 (2H, d. J=7. 9Hz) .8. 14 ( 
2H. d. J = 7. 9Hz), ^m m8 1 N- (3- 

(4-^;utK^->^»-^5 K) 7xzji,) 75y^;i/7H 

L--t?U )V- L-P^f isJls— L — A 'J > (3- C 
HOCO (CHj 3-CONH) P h-NHCO-S L 

v) anna? ^^^yxf;nxfi^ffli\ 3g 

B6«7 9±H«fZfifc*m*N- (3- (4-*JUtK* 

*>^>t5K) ^x^;u) 75-/ *JU?K-;u- L--tr y 

)1/-L-D^>il/-L-AMJ> (3- (HOCO (CH 
2 ) 3-CONH) Ph-NHCO-SLV) 
FAB-MS (m/z) : 5 66 (MH*) „ 1 H-N 
MR (<5. C D3OD) :0. 94 (12H. m) % 1. 
60- 1. 7 5 (3H. m) . 1. 96 (2H. m) „ 
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2. 1 5 (1 H ( m) * 2. 4 O^fe-I, m) % 3 . 7 

2 (1H, dd, J = 10. 4, 6. 1Hz). 3. 8 
5 (1H, dd. J = 10. 4, 5. 5Hz) „ 4. 2 
8 (1H. m) , 4. 38 (1H, t. J = 5. 5Hz 
). 4. 50 (1H, dd. J =9. 7. 4. 9Hz) 
,7. 17C3H. m) % 7. 61(1H, s) . 
me 2 N — (3-t 75/ 

^jU7t-:_ju- l — t? »j ;u- l -p^r ->ju- l > ( 

3-CH 3 (CH 2 ) 12-CONH) Ph-NHCO-S 

LV) <DMM sifi«7 7tf>:7* juifc^ t -^f;n 
frl>N- (3-f h7f*tSK7i3) Ts/iJil/ 

tK^u- l— b«;;b- l-d^vj|/-l-/<ij> (3- 

(CH 3 (CH 2 ) 12-CON H) Ph-NHCO-SL 
V) FAB-MS (m/z) : 6 6 2 (M H*) 0 
1H-NMR (6\ CD3OD) : 0. 89 (3H, t, 
J = 7. 3Hz) , 0. 95 (12H. m). 1. 25 
-1. 40 (2 0H. m) „ 1. 60-1. 7 5 (5 H 
, m) , 2. 15 (1H, m) , 2. 34 (2H, t. 
J = 7. 3Hz), 3. 72 (1H. dd, J = 1 O. 
4. 6. 1Hz), 3. 85 (1H. dd, J = 10. 
4. 5. 5Hz), 4. 28 (1H. d. J = 5. 5H 
z) „ 4. 39 (1H, t, J = 5. 5Hz) „ 4. 5 
1 (1H. dd. J = 9. 8, 4. 9 H z) , 7. 16 

(3 H. m) . 7. 6 2 ( 1 H, s) . ggffiffl 8 3 4_ 
>ehPT-(PFas ± PIEzBASfflM^ffl& gl^ 3 2CD* 
S L V<DN3k3jBtetfci* (10/iM) > tf 

h D F a s/PTP-B A S<D«6£RB83tt*SIS Lfc 
. *6*(CN5l5flMMtf*l=J:S-f >lfhP«*lfi*Stt 
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ffiffil 8 4 Ac-SLV(P7>r^P>f>vi^v3^ 
mm<DZf=?XT* V?i' J r—L>tp\ZV< taw V 

/<—;* (-tow K xvOK^u^tt) 

L. COv-V- l/*T'2m I (1 0%FCS£ 

ttRPMI 1 640>f^A, B7KSllga) £8H> 
t 1 x 1 OS^CDfc h*B»*§«§D L D- 1 £2 41$ ML 

U * K*/<-X"J v?f::J*ttLfcMHlf::, v-f^P7- 



Micro grid cover slip ('b D KJp7, Eppendorf corporation) w 
as locked in plastic petri dish of Working Exanple 84 With 
rricroinjection of Ac - SLV induction of cell death to 
carcinoma of the colon strain (2) diameter 35 rrm, in 
thispetri dish 1x105 human carcinoma of the colon cell DLD - 
1 was cultured under condition of 2 4 hours ,the 37 °C and 5 % 
carbon dioxide gas making use of culture fluid (RPMI 1 640 
medium which includes 10 % FCS, Nissui Pharmaceutical Co. 
corporation) of 2 ml. In cell which it glues to micro grid cover 
slip, only K- PBS therespecti ve 5 0 to 1 00 filled to cell as Ac- 
SLV, Ac - SLY or thecontrol which in K- PBS which includes 0. 
1 % FITC - dextran with condition ofthe casting pressure 50 
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Pa, ^AMO. 4#<D£#T? I96FITC-T 
Ac- SLV, Ac-SLYtL<U3>hD-Jl/iL 

;lAL/; e KFa sttt* (CH-1 1) ^S$fflflS 

T'l*. >vx^ va>S|UlC5 OOn g/m 

I (DC H — 1 1 £v-v— Ulz&fln Lfco v-Y^a-f >v 
:r>7 •> 3 1 6^b2 omm'&\Z 1 %H o e c h s t 
3 3 3 42^$;PBSt^feL, ^KWiBLtz. 

f i t cT-zk&ztitzMf&oto. mmm'ftm&ti&is 

Hoechst3334 2 &&\Z £ ^l&CDT&m&MIZ & 
Ac- S L VtfftF a sftW::^£^ife<&$gt££ 

s«>* mffimzm&KzmmT&zttfir^titz* 

m7m 



hPa and injection tin^^P second micro "7 — J- tf rater ( 
Eppendorf corporation), micro injector ( Eppendorf 
corporation),and making use of glass needle ( ^ x jp7 chip , 
Eppendorf corporation), are rmnufactured in 100 nM 
Furthermore , with anti- Fas antibody (CH - 1 1) treated cell, 
CH - 1 1 of 500 ngfaiwas added to petri dish immediately before 
microinjection. You dyed core with PBS which from 16 of 
rricroinjectionincludes 1 % HoechsO 334 2 after 2 0 hour, 
photographing did Among cell which are dyed with F1TC, cell 
where theapoptosis is to happen with shape change of core 
was decided with the phase contrast microscope image and 
HoechsG 334 2 dyeing, cell count counted As shown in 
Table 7, it raised sensitivity of cancer cell Ac- SLVwhich was 
filled inside cancer cell for anti- Fas antibody, cell death it 
isinduced was shown densely in cancer cell. 



fqF a sffctt(CH-ll) Ac-SLV Ac-SLY K-PBSO» 
0 n g/m 1 2 1.7 2 1.3 2 3. 0 
5 0 0 ng/ml 4 9. 8 2 4. 8 2 3. 4 



i l- e^cfc&t hn*m<nMi£izttTZ>*§t*Mit'£Va 

(Ph-NHCO-TTL-OEt) <D§ZW&. *r*£* 

zij^^^TzztT-mm^tzo 

— G>y 4 )\,$— I2N euro p r o b e Hi* (tfTU" 
-fX3 um ) Zmi^tzo «F*3U I L - 8 . y-lsZffrO 
^miZltO, 1 %BSAmRPM I «tt*ffil*fc 
p TM\Z 1 0-»M(D ! L - 8 £ 1 6 2 I flO*.* ±.S(C 
H*B*£j8j«1 OOlil (10«i) ^AHtco 3 7°CT* 

0%t Lfcir^COjS^ (%) *#tofc. »&:h,fc«* 



Was appraised by fact that count it does neutrophil which ismo 
ved to lower room influence of the compound of this invention 
(Ph - N HC O - TTL - OEt) for chemotaxi s of thehuman 
neutrophil with Working Example 85 Is induced with IL - 8 
control of neutrophil chemotaxis which IL- 8 , making use of 
chemotaxi s chamber, filter of chemotaxis chamber used Neuro 
probe supplied (pore size 3 m). RPMI culture medium which 
includes 0. 1 % BSA was used to neutrophil , IL - 8and dilution 
etcof sample. IL-8of 10-8M162 1 was added to lower 
room, theneutrophil broth 100 1 (106) was inserted in upper 
chamber. 3 0 nin incubate it did with 37 °C and it counted 
neutrophil which wasmoved to lower room with Coulter counter 
When designating sample no audition as 100%, chemotaxis 
ratio ( % ) wassought. result which is acquired is shown in next 
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table. 

jtj^gg* (m) ast (%) mmm (%) 
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10" 6 
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2 4. 1 


ID" 5 


2 6. 
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7 3. 9 


ID" 4 


1 9. 


4 


8 0. 6 



*MliPh-NHCO-TTL»OE t 



From fact that it possesses activity which adjus 
is functionof cytoplasmic membrane receptor, it can utilize 
compound of utility this invention on industry, inthe 
therapeutic agent of disease which relates to signal transduction 
of cytoplasmic rrerrbrane receptor, compound of and this 
invention can regarding to method whichadjusts signal 
transduction of method and cytoplasmic mernbrane receptor 
which analyze thefunction of Qtenrinal of cytoplasmic 
membrane receptor, to utilize. 
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[Figure 1] 
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[132] 



[Figure 2] 
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